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1052. Health Costs of Urban Air Pollution 

C. A. Mitts and M. MiILts-PorTer. Occupational 
Medicine [Occup. Med.] 5, 614-633, June, 1948. 5 figs., 
4 refs. 


The authors calculated the death rates from pneumonia, 
pulmonary tuberculosis, cancer of the mouth, and cancer 
of the respiratory tract during 1944-6 for various dis- 
tricts of Chicago and studied their relation to the 
average fall of soot in these areas during the four winter 
months of 1946. The total population of Chicago in 
1940 was nearly 3,400,000. The death rates from all 
these causes were significantly higher in those districts 
where atmospheric pollution was high, and this was 
especially notable for pneumonia and tuberculosis. The 
increased death rate from these respiratory diseases in 
the “ dirty’ districts was much more marked in males 
than in females. Assuming that the lower death rates 
from these diseases in the “‘ clean ”’ districts of Chicago 


could be attained throughout the town, the authors — 


estimate that there are at present 700 preventable deaths 
each year. 


Similar surveys in several other industrial towns gave 


comparable results, but the populations studied were 
much smaller than that of Chicago. The authors believe 
that the high level of statistical correlation between death 
rates from these diseases and the degree of sootiness 
indicates a direct aetiological relationship, although 
they agree that economic, housing, and nutritional 
factors would also show similar correlations with the 
death rates. They argue that the finding that the increase 
is much less in women than in men is evidence in favour 
of atmospheric pollution and against other factors as a 
cause. H. E. Harding 


1053. Effect of Sodium Fluoroacetate (1080) in Poisoned 
Rats on Plague Diagnosis Procedures—Preliminary 
Report 

I. Gratcu, P. L. Pura, and M. L. Martin. Public 
Health Reports, Washington [Publ. Hlth Rep., Wash.] 
64, 339-342, March 18, 1949, — 


This preliminary report indicates that the rodenticide 
“ 1080” does not interfere with the diagnosis of plague 
in poisoned rats. The liver and spleen from rats 
supposedly killed by 1080 were ground in sterile saline. 
After the deposit had settled the supernatant liquid was 
injected subcutaneously into guinea-pigs. No signs of 
illness were seen during an observation period which 
lasted for from 2 to 6 months. A saline extract of 


stomach content of some of the rats used in the first 
experiment was injected into guinea-pigs as above. The 
guinea-pigs died showing the characteristic reactions of 
1080 poisoning. The intestinal flora of the rats killed by 
1080 was the same as that of rats killed by cyanide. No 
bactericidal properties of 1080 were noticed in vitro 
against a non-pathogenic strain (A 1122) of Pasteurella 
pestis and other organisms. 

One guinea-pig was inoculated with a virulent strain 
(Shasta) of P. pestis. Two days later 1080 was admini- 
stered orally by pipette, the guinea-pig dying in 35 
minutes. The necropsy revealed plague infection. 
Cultures of blood from various organs were positive for 
P. pestis; smears from liver and spleen showed small 
Gram-negative bacilli, and a subinoculation from the 
liver, spleen, and one bubo into a second guinea-pig 
resulted in death 4 days later from typical plague infection. 

W. H. Horner Andrews 


1054. Studies on Survival of Influenza Virus Between 
Epidemics and Antigenic Variants of the Virus 

R. M. Taytor. American Journal of Public Health 
[Amer. J. publ. Hith| 39, 171-178, Feb., 1949. 2 figs., 
12 refs. 


Periodic searches for influenza virus were made, at a 
vocational school for 750 to 800 boys aged 17 to 21 years 
in New York State between November, 1946, and April, 
1948. Throat washings were taken 15 times during that 
period from approximately 50 boys chosen at random on 
each occasion. After the addition of penicillin and 
sulphadiazine the washings, pooled in groups of five, 
were inoculated into the amniotic sac of egg embryos. 
After at least three passages, agglutination of chicken 
erythrocytes was employed to detect the presence of 
virus. From the 141 pools studied in this way, influenza 
A virus was isolated only four times, once on Feb. 27 
1947, once on April 1, and twice on May 15. There 
was one epidemic in the area during April, 1947, when 
31 boys complained of symptoms of influenza and virus 
was found in throat washings from 6 of 9 boys in the 
acute phase of the disease. Washings collected 10 and 
40 days after the epidemic failed to reveal virus, as did 
washings taken in November and December, 1947, and 
January, February, and April, 1948. 

As a result of these studies the author concludes that 
virus may be present for at least one month before 
clinically recognizable cases make their appearance and 
that it is also present in the throats of symptomless 
carriers during the epidemic period. This supports the 


M—S 257 


a 
A 
Ith 
rst 
ito 


258 HYGIENE AND PUBLIC HEALTH 


view that the virus is maintained by a chain of silent or 
manifest infections and is not continuously harboured in 
a limited and more or less stabilized human population. 
Cross-haemagglutination inhibition tests with hamster 
convalescent sera and rabbit immune sera revealed the 
fact that, with one exception, the 1947 epidemic strains 
isolated formed a compact group differing from the PR 8, 
Lee, and swine influenza strains, and also from strain 965 
of the 1943 epidemic. On the other hand, there was a 
substantial rise in antibody for PR 8 virus in the blood of 
those infected during the epidemic. R. Hare 


1055. A Study of Tuberculosis Mortality In England and 
Wales 
P. Stocks. Tubercle [Tubercle] 30, 50-61, March, 1949. 
8 figs. 


Within the last 75 years in England and Wales tuber- 
culosis mortality has shown a definite trend to reduction; 
it can be said that the percentage reduction in mortality 
in a unit of time is constantly increasing in spite of the 
setbacks attributable to wars. 

Age and sex have an influence on mortality. Mortality 
from respiratory tuberculosis in children under the age 
of 5 seemed to fall rather rapidly till 1939; since the war, 
however, it remains on a higher level in the male group 
and has hardly fallen at all-in girls of the same age. 
Among persons between 55 and 75 years old there is very 

“little reduction in mortality since 1939. The cause of 
this is uncertain, though there is a faint suggestion that 
better diagnosis has brought into the tuberculosis group 
the cases which would previously have been treated as 
chronic bronchitis ”’. 

If the population under study is divided into two 
groups, one between the ages of 15 and 45 and the second 
between the ages of 45 and 65, and males and females 
taken separately, regional differences are apparent. 
Thus the highest mortality in the younger male group is 
in the eastern part of South Wales and the county of 
Durham, and in the older group in Greater London and 
Cheshire, together with the western part of Lancashire. 
Among females the highest mortality in the younger 
group is found in the eastern part of Wales and in the 
northern part of England, and in the older group in 
the county of Durham and in Wales. The significance 
of morbidity statistics is stressed. ; 

Taking into consideration the interrelation of tuber- 
culosis mortality and life expectation, tuberculosis 
should be regarded as a most important problem, 
because its eradication would bring the community much 
more good than in the case of any other disease. 

E. W. Collis 


1056. Tuberculosis Survey of a Suspected School Group 
J. T. N. Roe and W. P. Dicx. Tubercle [Tubercle, 
Lond.) 30, 39-45, Feb., 1949. 7 refs. 


The finding that among the patients under the care of 
the Uxbridge Chest Clinic 6 of those suffering from 
tuberculosis attended a local technical school led to a 
fluorographic survey of the 342 pupils, aged 13 to 17, 
and the staff of the school; 327 pupils and 18 of the 


19 masters were examined, but none of the 8 domestic 
staff would submit to the examination. A tuberculin 
jelly test was carried out at the time of fluorography. 
As a result of the survey a further 7 cases of pulmonary 
tuberculosis were found. Of these 6 were in scholars 
aged 15 or over and one was in a master. In the two 
classes in which an open case was found the average 
proportion of positive reactors was 57%, in the 3 classes 
in which there were only sputum-negative cases it was 
43%, and in the 2 classes of comparable age group with no 
cases of tuberculosis the proportion was 38%. The 
literature of school surveys is reviewed and the 13 cases 
of tuberculous disease are described. These may be 
summarized as 4 cases of primary pulmonary tubercu- 
losis, 3 of which were open cases, 4 cases of pleurisy with 
effusion, and 5 cases of post-primary tuberculosis, one 
of which was an open case. The possibilities of contact 
infection amongst the boys themselves and also of infec- 
tion by members of the staff are discussed, but final 
conclusions cannot be drawn owing to the lack of co- 
operation on the part of the domestic staff and one 
master. 

Among the forms in which an open case of pulmonary 
tuberculosis was found there were approximately twice 
the usual number of positive tuberculin reactors for that 
particular age group. The proportion of cases among 
the 71 positive reactors in the affected forms was equiva- 
lent to 155 per 1,000, a distinctly high figure. No 
outside source of infection could be found and only in 
one case was there any family susceptibility. 

Although no definite conclusions can be drawn from 
this survey it is of considerable value in that it indicates 
that the presence of a case or cases of open tuberculosis 
in a day school resulted in an incidence of contact 
infection equal to six times that considered normal for 
similar age groups. The survey also emphasizes the 
importance of tuberculin testing and mass radiography of 
scholars within the 13 to 17 age group, and the search for 
sources of infection where the survey reveals a higher 
percentage of positive reactors than is considered 
normal. Frederick Heaf 


1057. The Immunization of Troops with Typhus Vaccine 
and the Characteristics of Typhus in Immunized Individuals 
J. F. Sapusk. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 21, 211-232, Jan., 1949. 3 figs., 
27 refs. 


The United States Army instituted the compulsory 
prophylactic immunization of all troops sent to typhus 
areas in World War II. The epidemic typhus vaccine 
used consisted of a 10% yolk-sac suspension of the 
Breinl strain of Rickettsia prowazekii, extracted with 
ether, and contained both rickettsial bodies and “* soluble 
antigen’. During the war as much as 75,000,000 ml. 
was produced in a year in the United States. The initial 
vaccination consisted of 3 doses of 1 ml., given at’7- to 
10-day intervals and “* booster ’’ doses were given every 
6 months in endemic areas. In the middle of 1944, 
owing to increased potency, the initial doses were reduced 
to 2, and the stimulating dose was given at the beginning 
and middle of the typhus season (November 1 and Feb- 
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ruary 1 in the northern hemisphere). During the 
years 1942 to 1945 inclusive 64 cases of epidemic typhus, 
603 cases of murine typhus, and 6,685 cases of scrub 
typhus were reported to the U.S. War Department. 

_ Sachs (J. R. Army med. Cps, 1946, 86, 1) found that in 
the British Army the incidence of typhus was 0-37 per 
1,000 among immunized soldiers, whereas it was 0-91 
per 1,000 in unprotected troops (who were not as heavily 
exposed as the protected group). He included in the 
protected group any individual who had received one or 
more doses of vaccine. Sachs also found that no one 
developed typhus who had been fully immunized at 
least 6 weeks before exposure. Gilliam (Amer. J. Hyg., 
1946, 44, 401) claimed that among employees of Cairo 
Fever Hospital during January to June, 1943, adequate 
vaccination afforded some degree of protection, whereas 
incomplete vaccination did not prevent an attack but 
modified the severity of the illness. 

In the 64 cases of epidemic typhus in the U.S. Army 
during 1942-6 there were no deaths. Full. clinical 
reports of 5 cases are given and are summarized in a 
table. Of these patients 4 had received the full course 
of injections followed by stimulating doses. The 
remaining patient, who had not had a stimulating dose, 
had the most severe attack of the 5, with a widespread 
rash and prolonged asthenia. Only 2 of the 5 were ill 
enough for admission to hospital. Central nervous 
symptoms, except for headache, were not present. 
None of the cases suffered from undue prostration or 
from cardiovascular or renal involvement. There was 
evidence to show that infection was not caused by louse 


_“ bite’ but by inhalation or conjunctival absorption of 


suspended infected louse faeces. Vaccination appeared 
to give protection for at least a year. It is recommended 
that it should be carried out 14 or 2 weeks before 
exposure. 

The diagnosis of typhus in vaccinated persons was 
difficult and serological methods were found to be neces- 
sary for confirmation. The Weil—Felix agglutination 
test was found to be of value; it did not, however, 
differentiate between epidemic and murine typhus. 
Bengston (Publ. Hith Rep., Wash., 1941, 53, 649) pre- 
pared an antigen which it was claimed would so 
differentiate, but its value was doubtful in vaccinated 
cases. In the 5 cases described (the serological reactions 
are tabulated) the titre of complement-fixing anti- 
bodies rose rapidly by the end of the first week and 
reached its peak in the second or third week; it fell 
slowly in late convalescence. It was also found that 
complement-fixing antibodies persisted in late conva- 
lescence after the Weil—Felix reaction and specific 
rickettsial agglutination tests had become negative. 

Cecil Herington 

1058. Epidemiology of Poliomyelitis 7 
E. R. HARGREAVES. Lancet [Lancet] 1, 969-973, June 4, 
1949, 2 figs., 14 refs. 


1059. The Sources and Nature of Statistical Information 
in Special Fields of Statistics 

M. GreEENWooD. Journal of the Royal Statistical 
Society [J. R. statist. Soc.] 111, 230-234, 1948. 


1060. The Scarlet Fever Epidemic in Geneva, 1948. 
Bacteriological and Epidemiological Aspects. Results of 
Penicillin Therapy. (L’épidémie de scarlatine, Genéve 
1948. Aspects épidémiologiques et bactériologiques. 
Bénéfices thérapeutiques et orientation sanitaire résultant 
du traitement pénicillinique) 

E. Grasset, E. C. MEGEVAND, and E. Novet. Bulletin 


des Ejidgenossischen Gesundheitsamtes [Bull. eidg. Ge- 


sundAmt.| Suppl. B, 25-54, May 12, 1949. 2 figs., 
24 refs. 
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1061. Health Hazards from Lead Paint and Zinc 
Chromate Paint. Incidence in Modern Construction, 
Maintenance and Scrapping of Ships 

E. W. Brown. Occupational Medicine [Occup. Med.] 
5, 739-758, June, 1948. 2 figs., 9 refs. 


Although the available figures for cases of definite 
plumbism and of the population at risk are incomplete, 


they indicate that the incidence of lead poisoning amongst - 


U.S. Navy personnel felf between 1922 and 1944. 
Factors helping this fall were the change in 1931 from a 
paint containing 70% of red lead to one containing only 
29-5%, and the change over to zinc chromate paint in 
1941. Probably, however, improvement in hygienic 
control was of even greater importance. As far as can 
be ascertained, ship-breaking during the two years 
immediately after the war produced very few cases of 
plumbism, a disease very common in this occupation 
after the 1914-8 war. No toxic effects from zinc 
chromate have been reported from the U.S. naval ship- 
yards. Under certain conditions of heating zinc 


chromate paint, however, severe acute respiratory irrita- _ 


tion has been reported as occasionally resulting from the 
volatilization of phthalic anhydride. H. E. Harding 


1062. Pneumoconiosis due to Graphite Dust 
S. R. GLtoyne, G. MARSHALL, and C. Hoye. Thorax 
[Thorax] 4, 31-38, March, 1949. 5 figs., 12 refs. 


The clinical histories are briefly given of two men whose 
death was due to the effects of graphite and the necropsy 
findings are described in detail. They had worked for 
the same firm for 37 and 27 years respectively, the first 
man being engaged in the unloading and handling of 
natural graphite and, in smaller quantities, of other 
materials including sand, and the second in grinding the 
graphite and other materials. [No details are given of 
the type of mill used, which was presumably open.] 
Each had complained of respiratory symptoms for a few 


_ years and the first man had been unfit for work for 18 


months before his death. 

The lungs seen at necropsy were black and the bronchi 
contained slimy, glistening, black mucus. Black, hard 
nodules were scattered throughout the lungs and in places 
were fused to form massive areas of fibrosis. The central 
parts of some of these massive areas contained small 
cavities filled with black fluid similar to that in the 
bronchi. One of the 2 patients had had a terminal acute 
bronchopneumonia. 
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The histological appearance of the lungs was of “‘ dust 
reticulation ’’ with whorled fibrous nodules and numerous 
“ graphite bodies” up to 20 or 30 yu in length. No 
evidence of tuberculosis was found on naked-eye or 
microscopical examination. The authors note the 
resemblance of the pathology to that found in the 
lungs of coal-miners. H. E. Harding 


1063. Fume Exposure in the Manufacture of Alumina 
Abrasives. Review of Associated Physical and Chemical 
Factors 

C. M. JepHcotr. Occupational Medicine [Occup. Med.]| 
5, 701-709, June, 1948. 5 figs. 


Chemical analyses of the fume evolved during the 
manufacture of corundum show a considerable increase 
in the percentage of silica over that in bauxite ore. 
X-ray analysis reveals no indication of the presence of 
crystalline silica or crystalline silicate. The particles 
in the fume are spherical and vary in diameter from a 
little under Ip to a few hundredths of Iu. The weight 
of fume in the air close to the furnaces ranged between 
100 and 1,000 mg. per 10 cubic metres. Analyses of the 
ash of the lungs of 6 workers showed amounts of silica 
and alumina much greater than those found in controls. 
The average ratio of alumina to silica in these lungs was 
similar to that in the fume. H. E. Harding 


1064. Pulmonary Changes Encountered in Employees 
Engaged in the Manufacture of Alumina Abrasives. 
Pathologic Aspects 

A. R. Occupational Medicine [Occup. Med.] 
5, 710-717, June, 1948. 5 figs., 3 refs. 


The material for this description of the naked-eye and 
histological changes of what is sometimes called “* Shaver’s 
disease”’ was obtained at necropsy in 7 cases. In 5 cases 
(2 of which have been previously described) the changes 
were widespread; in 2 they were somewhat less extensive. 
Pneumothorax, generally bilateral, had developed in 6 of 
the 7 cases. The disease is characterized by diffuse 


interstitial non-nodular fibrosis with extensive emphy- . 


sema, and appears to start near the apices of the lungs. 
Masses of confluent fibrosis appear later and consist 
largely of hyaline collagen. There is little or no evidence 
that tuberculosis plays any significant part in the disease, 
but there are indications that other respiratory infections 
may adversely affect its course. H. E. Harding 


1065. Pulmonary Changes Encountered in Employees 
Engaged in the Manufacture of Alumina Abrasives. 
Clinical and Reentgenologic Aspects 
C. G. SHAVER. Occupational Medicine [Occup. Med.] 5, 
718-728, June, 1948. 3 figs., 2 refs. 


Up to June, 1948, 35 patients engaged in the making 
of alumina abrasives had been seen with extensive 
pulmonary disease and 10 of them had died; 46 men 
showed early changes of the disease. Because of the 
high rate of turnover of employees it has not been possible 
to determine the incidence of the disease. Those with 
radiological signs of early disease seldom have symptoms. 
Those with well marked radiological changes have varied 
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symptoms; cough is not usually severe, pain is fairly 
common but may be absent even in the presence of 
spontaneous pneumothorax, and dyspnoea is marked 
only in advanced cases. Diagnosis depends on the 
radiographic findings and the occupational history rather 
than on results of clinical examination. Improved 
ventilation at the plant and the removal from exposure 
of all workmen who show early radiological changes 
have materially reduced the incidence of serious disease. 
H. E. Harding 


1066. Occupational Diseases of the Lens and Retina 
J. Minton. British Medical Journal [Brit. med. J. 1, 
392-394, March 5, 1949. 


This paper deals with injuries to the lens and retina in 
glass-workers and furnace workers, welders, and others 
exposed to excessive radiation in their work. Injuries 
are divided into two groups, those resulting from long- 
wave and those resulting from short-wave radiations. 
The short infra-red waves, passing through the cornea, 
are absorbed by the lens and produce the heat cataract 
which occurs in furnace and foundry workers, glass- 
blowers, chain-makers, and others exposed to excessive 
heat in their occupation. The retina usually escapes 
injury by these rays, but in the most severe cases there 
may be macular oedema and residual pigmentary changes, 
or even the formation of a “hole” at the macula. 
Short and long ultraviolet rays are largely absorbed by 
the conjunctiva and cornea and consequently produce 
superficial effects in the form of conjunctivitis and 
keratitis, which appear a few hours after exposure to the 
rays. This form of radiation is generated chiefly in 
welding with oxy-acetylene or the electric arc, which 
produces infra-red heat waves as well as short-wave 
radiations. 

Ninety per cent. of the heat radiation from molten 
glass can be absorbed by special filters, but a striking 
reduction in the incidence of glass-blowers’ cataract 
has resulted from the introduction of machines which 
prevent exposure of the worker’s eyes to the radiations 
from the furnace. No comparable reduction in the 
incidence of heat cataract has been obtained so far in the 
metal industries. In spite of the admitted efficacy of 
filters for elimination of the harmful rays, the difficulty 
of enforcing the use of protecting glasses in these occupa- 
tions has not yet been overcome. 

The eyes may be damaged by the short-circuiting of an 
electric current of very high voltage through the body. 
The usual ocular injury is a cataract, whose development 
may be delayed for months; the eye on the uninjured 
side may show similar changes at a later date. Exposure 
of the eyes to an intense electric flash may cause central 
retinal oedema with residual macular changes and 
permanent reduction of central vision, but in a case 
quoted the vision a year after the accident was 6/9. 

A. J. Ballantyne 


1067. Physiologic Effects of Industrial Solvents 

J. H. Foutcer. Journal of the American Medical 
Association [J. Amer. med. Ass.] 139, 826-829, March 26, 
1949. 4 refs. 


Anatomy 


1068. Functional Representation in the Motor Trigeminal 
Nucleus 

J. SZENTAGOTHAI. Journal of Comparative Neurology [J. 
comp. Neurol.] 90, 111-120, Feb., 1949. 3 figs., 5 refs. 


In a series of 25 cats small electrolytic lesions 0-5 mm. 
in diameter were produced in parts of the motor tri- 
geminal nucleus; the anterior, posterior, medial, lateral, 
and dorsal parts of the nucleus were involved, the 
ventral area being avoided owing to the risk of involve- 
ment of the emerging roots of the nerve. The centre of 
some of the lesions lay outside the nucleus so that only a 
tangential layer of the latter was damaged. Five days 
after operation the animals were killed and all the 
trigeminal muscles and muscular nerves examined, in 
order to determine the number and distribution of 
degenerated motor end-plates and motor nerve fibres in 
each specimen. Frozen sections of muscle were stained 
by the Bielschowsky-Gros method. Nerves were 
examined (unstained or stained with osmic acid) by teas- 
ing under a stereoscopic microscope. The results 
indicated the following nuclear representation of the 
muscles. 


Medial and caudal part of the 
nucleus. No representation in 
the dorsal part. 

Intermediate part of nucleus extend- 
ing into oral half. Situated more 

dorsally than temporalis field. 

Pterygoids. Laterally, extending into oral pole. 

Tensor veli palatini. Medio-ventrally, below field of 
temporalis and masseter. 

Postero-ventral part behind, and 
ventro-laterally from tensor veli 
palatini. 

Mylohyoid. Antero-dorsally. 

Anterior belly of Postero-dorsally and posterior pole. 
digastric. 

Posterior belly of Accessory facial nucleus, which 
digastric. represents a caudal extension of 

the trigeminal motor nucleus. 


Temporalis. 


Masseter. 


Tensor tympani. 


Thus the muscles situated near the upper part of the 
head are represented in the ventral part of the nucleus and 
vice versa. The same principle has been previously 
demonstrated by the author in connexion with the facial 
nucleus. Peri-oral muscles (pterygoids, masseter, mylo- 
hyoid) are supplied by anterior parts of the nucleus, and 
more distant muscles (tensor tympani, temporalis, di- 
gastric) by the posterior part (compare the facial and 
sensory trigeminal nuclei). The medial masticatory 
muscles (pterygoids) are represented most laterally in the 
nucleus (compare the facial nucleus). Despite their 
peripheral innervation both bellies of the digastric are 
supplied by the same group of cells. There is a con- 
siderable overlap of the fields of different muscles. 
These results do not agree with those of earlier workers 


based on chromatolytic experiments, since the latter 
appear to indicate that dorsal muscles are represented 
dorsally in the nucleus and ventral muscles ventrally. 

H. Hughes 


1069. The Variability of the Cyto-architectonic Structure 
of the Human Hypothalamus. (Die Variabilitat der 
cytoarchitektonischen Struktur des menschlichen Hypo- 
thalamus) 

K. FeremMutscH. Monatsschrift fiir Psychiatrie und 
Neurologie [Mschr. Psychiat. Neurol.] 116, 257-283, 
Nov., 1948. 23 figs., 14 refs. 


A cyto-architectonic study of the nuclei of the human 
hypothalamus is described. The study included the 
nuclei of the tuber and the mamillary body, and the 
paraventricular, supraoptic, and intermediate nuclei. 
The great difference in both external form and internal 
structure of these nuclei is emphasized. This normal 
variability has led some observers to describe as distinct 
nuclei groups of cells which the author considers to be 
part of larger units. Thus, while the author confirms the 
descriptive work of Brockhaus, he is unable to accept his 
interpretations and classification. R. Barer 


1070. The Anterior Perforating Arterioles and Their 
Relation to the Internal Capsule 

A. F. Younc and L. J. KArNosH. Diseases of the 
Nervous System [Dis. nerv. Syst.] 10, 99-103, April, 
1949. 3 figs., 9 refs. 


The arterial supply of the anterior capsule of the human 
brain was studied by an injection method. The brain 
was removed at necropsy and a fine needle inserted into 
the stump of the middle cerebral artery. All branches 
other than those entering the anterior perforated space 
were tied off. A radio-opaque barium-latex injection 
mass was used, the particle size of which was 14 yz so 
that the injection could not penetrate into the capillary 
network. Aftér injection the brain was fixed in 10% 
formol-saline until both the injection mass and the brain 
tissue were hardened. The distribution of the arterioles 
was followed both by dissection and by radiography. 

It was demonstrated that there are only a few arterioles 
in the internal capsule and that they traverse it without 
anastomosis to terminate in the head of the caudate 
nucleus. There is a rather sharp division between the 
blood supply of the neo-striatum and that of the 
globus pallidus, the medial part of the latter being largely 
supplied by the anterior choroidal artery. Simultaneous 
injection both of the perforating arterioles and of the 
cortical branches of the middle cerebral artery failed to 
demonstrate any arteriolar anastomosis across the 
external capsule and claustrum. Thus the internal 
capsule appears to be supplied almost entirely by a 
capillary bed formed from the terminations of the 
arterioles of the anterior perforated space. R. Barer 
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Physiology and Biochemistry 


1071. Physiological Reactions to Cold and Their Effects 
on the Retention of Acclimatization to Heat 

H. J. Stem, J. W. Exior, and R. A. BADER. Journal of 
Applied Physiology [J. appl. Physiol.] 1, 575-585, Feb., 
1949. 2 figs., 27 refs. 


The authors subjected 3 healthy white males, aged 
20 to 26, to 19 intermittent periods of heat exposure 
(dry bulb 107° F. (41-7°C.), wet bulb 89° F. (31-6°C.), 
wind velocity 3 miles (4-8 km.) per hour); 14 intermittent 
exposures to cold (—20° F. (—28-9°C.), wind velocity 
3 miles per hour); 5 re-exposures to heat; and finally, 
after an interval of 5 weeks, to 3 re-exposures to heat. 
Exact details of experimental methods are given. In the 
cold chamber the men wore heavy Arctic clothing, in the 
warm chamber the minimum amount of clothing. Skin 
and rectal temperatures, and pulse rates, were recorded 
at intervals throughout the experiments. In addition 
metabolic rate, blood and plasma volume, “ available 
fluid *’ (thiocyanate space), total plasma proteins, rate of 
sweating, and salt intake and output were measured. 
Little loss of heat acclimatization was noted in the first 
5 re-exposures to heat (that is, after 14 exposures to cold 
in the interval). Some loss of heat acclimatization was 
noted on the first day of the second 3 re-exposures to heat 
(that is, after a 5-week period free of any exposure) but 
this returned quickly on the second and third days of this 
period. Heat stress produced the usual fall in pulse rate, 
rectal and skin temperatures, and metabolic rate. Cold 
stress produced more rapid peripheral vasoconstriction 
(as judged by the fall in toe temperature) with each 
successive exposure, though this change was statistically 
significant in only two of the subjects. Other changes 
noted were haemodilution in heat and haemoconcentra- 
tion in cold, as judged by the haematocrit value and 
plasma-protein level. Heat stress produced a positive 
salt and water balance, cold having the reverse effect. 
This was apparently related to the increased diuresis 
produced by cold, fluid retention occurring under heat 
stress. The negative water balance produced by cold 
was only slowly reversed on further exposure to heat. 
Rate of sweating was reduced during re-exposures to 
heat. 

The authors found that exposure to wide ranges 
of heat and cold in these successive periods did not 
apparently interfere with acclimatization to either cold or 
heat; they therefore suggest that the mechanism of each 
process is different. They do not believe that the 
increased rate of vasodilatation with successive exposures 
to cold indicates acclimatization; there was no other 


evidence of improved tolerance to cold to support such a 


view. A. T. Macqueen 


1072. The Physique of Young Adult Males 
W.J. MARTIN. Medical Research Council Memorandum 
[Med. Res. Counc. Memo.] No. 20, 5-66, 1949. 


1073. Studies of Arteriovenous Differences in Blood 
Sugar. ILI. Effect of Insulin Administered Intravenously 
in the Postabsorptive State ; 

M. Somocyt. Journal of Biological Chemistry [J. biol. 
Chem.] 179, 217-233, May, 1949. 6 figs., 18 refs. 


1074. The Role of Insulin in the Metabolism of Amino 
Acids 


W. D. Lotspricu. Journal of Biological Chemistry [J. 


biol. Chem.] 179, 175-180, May, 1949. 1 fig., 18 refs. 


1075. The Influence of Magnesium and Cobalt on the 
Inhibition of Phosphatases of Bone, Intestine, and Osteo- 
genic Sarcoma by Amino Acids 

O. Bopansky. Journal of Biological Chemistry [J. biol. 
Chem.]} 179, 81-102, May, 1949. 3 figs., 30 refs. 


1076. The Use of Antipyrine in the Measurement of 
Total Body Water in Man 

R. SOBERMAN, B. B. Bropiz, B. B. Levy, J. AXELROD, 
V. HOLLANDER, and J. M. STeeLe. Journal of Biological 
Chemistry [J. biol. Chem.] 179, 31-42, May, 1949. 3 
figs., 14 refs. 


1077. The Estimation of Antipyrine in Biological 
Materials 

B. B. Bronte, J. AXELROD, R. SOBERMAN, and B. B. Levy. 
Journal of Biological Chemistry [J. biol. Chem.] 179, 
25-29, May, 1949. 3 refs. 


CIRCULATORY SYSTEM 


1078. Orthostatic Hypotension Following Hot or Cold 
Baths 

S. M. Horvat and S. Y. BoreLHo. Journal of Applied 
Physiology [J. appl. Physiol.| 1, 586-596, Feb., 1949. 
5 figs., 13 refs. 


Twenty-two individuals were subjected to temperatures 
of 18° or 40° C. for 20 minutes in water. They were then 
removed from the bath and observed for alternating 
periods of 5 minutes in the supine and erect (70 degrees) 
position, the development of orthostatic hypotension and 
changes in cardiac output being studied. The latter was 
estimated by Starr’s area formula, the ballistocardiogram 
being used (J. clin. Invest., 1940, 19, 437). Responses 
were grouped as: (1) syncopal—subjects developed 
syncope and were unable to remain erect for 5 minutes 
after immersion; (2) abnormal—subjects were able to 
remain erect, but systolic blood pressure fell below 
100 mm. Hg, with or without symptoms; (3) normal. 
During a control period of altered posture there were 
19 normal, 3 abnormal, and no syncopal responses. 
Immersion in hot water produced 10 normal, 8 abnormal, 
and 4 syncopal responses. In 11 individuals subjected to 
cold there were 10 normal, 1 abnormal, and no syncopal 
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responses. The development of syncope was related to 
the degree of fall in blood pressure. 

The cardiac output and heart rate increased after a hot 
bath to a significantly greater degree in individuals who 
showed frank or incipient syncopal signs. Cold 
apparently decreased output and rate, and the erect 
posture was better tolerated after a cold than a hot bath. 

The authors discuss the practical application of this 
work, namely, that under conditions of heat and mois- 
ture (as in tropical areas) about 50% of individuals may 
develop postural hypotension when assuming an erect 
posture immediately after hard work. The authors 
found a similar figure among their subjects. They con- 
sider that peripheral vasodilatation and failure to provide 
adequate stimuli to overcome it contribute to the peri- 
pheral pooling of blood and so to a poor venous return. 
Some individuals attempt to compensate for this by an 
increasing heart rate and cardiac output, but this is only 
possible up to a certain limit, when syncope develops. 
Cold improved the subjects’ ability to withstand such 
stresses, presumably because of increased peripheral 
vasoconstriction. It was not possible to tell from control 
studies which subjects would respond poorly to both 
stresses. For example, there was little difference between 
the readings in the supine position in subjects who did 
and did not develop hypotension or syncope when placed 
erect. It required the second strain on the individual to 
bring this out. The authors consider this an important 
point in favour of the ‘“* double-stress” method of 
research. [This is a difficult article to abstract. It 
should be read in the original by those interested.] 

A. T. Macqueen 


1079. The Condition of the Cardiac Volume During 
Pregnancy. [In English] 


S. R. KJELLBERG, U. RUDHE, and T. SJ@STRAND. Acta 


Radiologica {Acta radiol., Stockh.] 31, 123-126, Feb., 
1949. 1 fig., 8 refs. 


1080. Some Observations on the Cardiac Output and 
its Measurement, with a Description of a Modified Carbon 
Dioxide Method 

M. J. Morrissey and A. J. PALMER. Medical Journal of 
Australia [Med. J. Aust.] 1, 113-118, Jan. 29, 1949. 
4 figs., 26 refs. 


This paper contains a description of a modification of 
the technique for measurement of the cardiac output 
with the Fick formula and the carbon dioxide method of 
Douglas and Haldane. The apparatus was devised to 
render the results independent of the co-operation of the 
subject tested. It enables the operator to conduct the 
measurements at a distance. Even so, this apparatus 
does not eliminate all sources of possible errors inherent 
in the carbon-dioxide method itself. In 12 normal 
subjects under basal conditions the cardiac output varied 
from 3-4 to 7 litres per minute, and the cardiac index from 
2 to 3-7. A. 1. Suchett-Kaye 


1081. The Cerebral Circulation. (La circulation céré- 
brale) 

J. J. BOUCKAERT and F. JourDAN. Journal de Physio- 
logie (J. Physiol., Paris] 41, 69-114, 1949. Bibliography. 
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1082. The Distribution of Histochemically Demonstrable 
Glycogen in Human Blood and Bone Marrow Cells 

M. WACHSTEIN. Blood [Blood] 4, 54-59, Jan., 1949. 
2 figs., 22 refs. 


Human blood and bone-marrow smears were examined 
for glycogen by the periodic acid-Feulgen method in 
which control slides digested with saliva and similarly 
stained were used. In blood, platelets gave an intense 
reaction at their centre and a weaker reaction at their 
periphery. Over 90% of neutrophils showed a diffusely 
stained cytoplasm, sometimes granular; eosinophils gave 
a faint reaction. Lymphocytes and monocytes rarely 
gave a reaction, but in a few of them granules could be 
seen. When leucocytosis was present the reaction of the 
neutrophils became more intense. In marrow, myelo- 
cytes gave a faint reaction, more mature cells of the 
neutrophil series giving progressively stronger reactions ; 
a few myeloblasts reacted weakly. The reaction of 
erythroblasts was negative, as was also that of plasma and 
myeloma cells. The majority of the megakaryocytes 
gave a distinct reaction. All cell nuclei were negative. 

These descriptions apply to films fixed in alcohol. 
Without alcohol fixation, saliva digests out relatively little 
of the stainable material, and it is suggested that in the 


living or unfixed cell glycogen is bound to protein. 


Attention is drawn to the association of positive reactions. 
for glycogen and for phosphatase. G. Discombe 


1083. The Lewis Blood Groups of 79 Families 

R. R. Race, R. SANGER, S. D. LAWLER, and D. BEerTIN- 
SHAW. British Journal of Experimental Pathology (Brit. 
J. exp. Path.] 30, 73-83, Feb., 1949. 9 refs. 


The Lewis blood group antigen was discovered by 
Mourant in 1946. A number of anti-Lewis haemag- 
glutinating sera have since been described. The original 
serum agglutinated about 25% of ‘human bloods. 
Andresen found another type of antiserum whose 
reactions were antithetical to those of the original 
anti-Lewis serum. It has been agreed that the two anti- 
bodies shall now be called anti-Le? and anti-Le>, 
Andresen also noted that the frequency of anti-Le? 
positive bloods was considerably higher in infants than in 
adults. It is postulated that anti-Le* reacts in adults 
with homozygotes only. : 

Of samples of blood from 571 unrelated persons tested 
with anti Le? 22-77% were agglutinated. Samples from 
79 families were also tested and the statistics supported 
Andresen’s theory that the presence of the Le* antigen 
is in adults a recessive character, and that adult Le(@+) 
blood is genetically homozygous. The observations of 
Grubb were also confirmed that people whose red cells 
are Le(@+) are salivary non-secretors of the A, B, and 
H substances. John F. Loutit 


1084. Effect of Anoxia and Blood Transfusions on the 


‘Production of Polycythemia in Rabbits 


R. W. Bancrorr. American Journal of Physiology 
[Amer. J. Physiol.] 63, 158-162, May, 1949. 3 figs., 
11 refs. 


| 
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RESPIRATORY SYSTEM 


1085. Further Investigations About the Histamine 
Hypothesis of the Oxygen Deficiency. [In English] 

M. Fastnyi and J. SZEBEHELY!. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.| 78, 354-361, Feb., 1949. 8 figs., 10 refs. 


The authors have previously shown (Arch. int. Pharma- 
codyn., 1948, 76, 397) that during oxygen deficiency the 
histamine content of blood increases and that treatment 
with “ antistin’’ prevents the subsequent increase in the 
rate of respiration. They now suggest that, by releasing 
histamine, adrenaline is indirectly concerned in the 
respiratory stimulation since the administration of the 
sympatholytic dihydroergotamine (DHE) prevented the 
increase in the rate of respiration of mice exposed to low 
‘partial pressures of oxygen. That this was not an effect 
of DHE on the respiratory centre was shown by the fact 
that, like antistin, it did not prevent the hyperpnoea 
produced by carbon dioxide. That the stimulation is 
due to histamine released by adrenaline, and not to 
adrenaline released by histamine, is suggested because 
antistin failed to prevent histamine from liberating 
adrenaline in the narcotized rat (as indicated by an 
increase in the temperature and oxygen consumption 
which did not occur after adrenalectomy and the admini- 
stration of cortin) whereas antistin did prevent the 
stimulation of respiration due to oxygen lack. 

The stimulation of respiration by lobeline was also 
prevented by antistin (and not by DHE), suggesting 
that the stimulating action of histamine, like that of 
lobeline, may be on the chemoreceptors of the carotid 
sinus. R. P. Stephenson 


1086. Blood Oxygenation. I. The Kolff Apparatus. 
II. Multiple Horizontal Rotating Cylinders 

K. E. Karison, C. Dennis, and D. E. WESTOVER. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. 70, 223-224, Feb., 
1949. 2 refs. 


In the construction of an artificial perfusion apparatus, 
the Kolff “ artificial kidney” principle was used to 
enable blood to be oxygenated without an open blood- 
oxygen interface. Cellulose sausage casing was wound 
spirally around a horizontal revolving drum and an 
atmosphere of 95% oxygen and 5% carbon dioxide was 
maintained around the casing through which whipped 
beef blood was passed. A maximum of only 9-73 ml. of 
oxygen per minute could be introduced into the blood, 
the casing containing 200 ml. of blood at a flow rate of 
150 ml. per minute. The same apparatus was then used 
to mix the blood with oxygen introduced directly into it 
through a hypodermic needle, the theoretical advantages 
of no open blood-oxygen interface being abandoned. 
At a blood flow rate of 550 ml. per minute, 44 ml. of 
oxygen per minute was introduced into the blood, but 
excessive foaming made the method impracticable. 

In a second series of experiments a metal cylinder 
56 cm. long and 17 cm. in diameter was mounted on 
rollers at an angle varying from 5 to 20 degrees. Inside 


this was placed another cylinder of 12-5 cm. diameter, 
made of fine wire screen or thin acetate plastic with 
numerous holes, into which blood was introduced at the 
upper end of the incline and formed a film on its inner 
surface when the cylinders were rotated slowly. An 
atmosphere of 95% oxygen and 5% carbon dioxide was 
maintained in the apparatus. At 16 revolutions per 
minute and a blood flow of 250 ml. per minute, 0-406 ml. 
of oxygen was introduced per minute per ml. of blood in 
the film. However, foaming occurred and 10 ml. of 
blood was lost per minute. It is concluded that both 
methods are unsatisfactory for oxygenation of blood. 
A. Schweitzer 


1087. Blood Oxygenation. III. The Vertical Revolving 
Cylinder. IV. The Vertical Revolving Cone 

K. E. Karson, C. DENNis, and D. E. Westover. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 225-226, 
Feb., 1949. 3 refs. 


An apparatus for the experimental oxygenation of 
blood employing a vertical revolving cylinder, similar to 
the type described by Gibbon (J. Lab. clin. Med., 1939, 
24, 1192 and 1941, 26, 1803), has been studied to deter- 
mine whether its efficiency could be increased. In a 
cylinder of 18 cm. diameter and 18 cm. utilized segment 
length, a maximum oxygen uptake of 0-47 ml. per 
minute per ml. of blood film was obtained. This repre- 
sents an increase in efficiency of 23% over that of an 
apparatus with 38 cm. segment length. Varying the rate 
of revolution of the cylinder between 100 and 250 
revolutions per minute had no effect on the rate of 
oxygen uptake. A similar apparatus employing a vertical 
revolving cone was not found to be an efficient oxy- 
genator, although the blood was less traumatized than in 
the cylinder. A. Schweitzer 


1088. Effects of Physical Hyperthermia upon Blood Gas 
Equilibria in Man 

E. E. Gorpon, R. C. DARLING, and E. SHEA. Journal of 
Applied Physiology [J. appl. Physiol.) 1, 496-511, Jan., 
1949. 6 figs., 23 refs. 


This paper gives an analysis of the carbon-dioxide and 
oxygen exchange in the blood during simple physically 
induced fever, some clinical observations also being 
discussed. Fever was induced by the Emerson hot 
humid-air cabinet. The authors observed that the 
administration of sedatives affected to some extent the 
carbon-dioxide tension of the blood. No drugs were 
therefore given to one group of subjects, the other group 
being given various sedatives to allay discomfort. 
Arterial blood samples were taken at intervals and the 
blood was analysed directly in the Van Slyke manometric 
apparatus. The partial pressures of oxygen and carbon 
dioxide were determined by Barcroft tonometers and also 
by the aerotonometer technique described by Riley et al. 
(J. biol. Chem., 1945, 161, 621). From the above data 
the pH of the serum could be calculated. 

No significant difference in oxygen tension of the 
arterial blood occurred with the raised body temperatures 


(40:1° to 41:2°C.). The oxygen saturation was also 
changed little or not at all. In the subjects to whom 
sedatives had been given there was no appreciable change 
in arterial carbon-dioxide tension or in serum pH. 
Occasional anoxia was noted in this group, being pre- 
sumably due to respiratory depression from the sedative. 
In the other group, however, a raised pH and lowered 
carbon-dioxide tension were found in the blood during 
the induced fever. This well-marked and uncompen- 
sated alkalosis was presumably due to an increase in 
ventilation from thermal stimulation of the respiratory 
centre. 

This evidence does not support the contention that 
anoxic anoxia is present during fever, and the authors 
explain the common clinical observations of cyanosis 
and cerebral disturbances as due to a possible slowing of 
peripheral circulation together with a rise in metabolism 
due to the raised body temperature. They also draw 
attention to the effect of ordinary sedatives in preventing 
the acapnia otherwise occurring during fever. 

R. P. Foggie 


NUTRITION AND DIGESTION 


1089. Comparison of the Ascorbic Acid Content of Plasma 
and of Whole Blood as Criteria of Nutritional Status 

M. E. HOLLINGER and R. B. AttayaA. Journal of Nutri- 
tion [J. Nutrit.] 37, 203-213, Feb., 1949. 2 figs., 11 refs. 


After a brief preliminary interval during which a 
supplement of ascorbic acid was added to the usual diet 
of 8 healthy young subjects, frequent determinations of 
the fasting levels of ascorbic acid in whole blood and 
plasma were made (by the method of Roe and Kuether) 
during (a) a depletion period of 25 days during which 
the subjects received a controlled basal diet adequate in 
all other respects, but providing only 15 mg. of ascorbic 
acid daily, followed immediately by (5) a repletion period 
of 33 to 42 days during which a morning supplement of 
100 mg. of ascorbic acid was added to the basal diet, with 
an additional evening supplement of 100 mg. of ascorbic 
acid during the last 8 to 14 days, finishing with test doses 
of 200 to 400 mg. of ascorbic acid. All changes in the 
intake of ascorbic acid were made on the day before the 
taking of a blood sample. 

When the data from 283 comparable samples of whole 
blood and plasma were compared it was found that, with 
the exception of 15 samples, values in plasma were lower 
than those in whole blood during the entire periods of 
depletion (with 1 exception) and repletion (with 14 
exceptions). Thus, the results showed no evidence of a 
definite level of ascorbic acid at which the value in plasma 
consistently exceeds that in whole blood and which may 
be used as a criterion of blood cell saturation; this is in 
contrast with the finding by Roe and co-workers that, 
where the ascorbic acid level in whole blood was 0-6 mg. 
per 100 ml. or above, the concentration in plasma was 
higher than that in whole blood. It was noted inci- 
dentally that urinary excretion of ascorbic acid is a poor 
indication of nutritional status as regards this vitamin 
except when very high excretion values, indicating 
saturation, are obtained. Joseph Parness 
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1090. Effects of Pyridoxine Deficiency on the Normal 
and Neoplastic Lymphoid Tissue of the Rat. [In English] 
C. Grécorre. Archives Internationales de Pharma- 
codynamie et de Thérapie [Arch. int. Pharmacodyn.) 78, 
313-335, Feb., 1949. 5 figs., 28 refs. 


Groups of young rats (4 to 5 weeks old) were fed on a 
synthetic, pyridoxine-free diet [see original paper for 
details]. Some groups were injected with pyridoxine to 
supplement the diet, and others were injected with 
desoxypyridoxine (pyridoxine inhibitor) to reinforce the 
deficiency. The food intake of the deficient animals and 
their rate of increase in weight were less than that of the 
controls. The thymus atrophied (its average weight being 
half that of controls after 25 days), six groups of lymph- 
nodes did not change in weight, and the adrenals hyper- 
trophied. This last effect could be accounted for by the 
reduced food intake, since the same hypertrophy was 
found in control rats when their food intake was restricted 
so as to keep their weight equal to that of the deficient 
rats; atrophy of the thymus comparable to that found 
in the deficient rats was not, however, produced by this 
restriction. Histological changes were found in the 
thymus, the cortex being depleted of lymphoid cells, but 
there was little change in the lymph-nodes or spleen. 
Inoculation with a transplantable lymphosarcoma did 
not modify these effects, but pyridoxine deficiency dimin- 
ished the rate of growth of the tumour (20% of weight of 
control tumours), and this was shown not to be due 
merely to the reduced food intake. 

The effects were greater in the rats injected with 
desoxypyridoxine than in those with simple deficiency. 
Attempts to produce regression of a growing tumour 
with large doses of desoxypyridoxine were inconclusive. 

R. P. Stephenson 


1091. Nutrition in Vienna 

W..H. Firzpatrick. Bulletin of the U.S. Army Medical 
Department (Bull. U.S. Army med. Dept.) 9, 399-410, 
May, 1949. 7 refs. 


1092. The Protein Requirements of College Women on 
High Cereal Diets with Observations on the Adequacy of 
Short Balance Periods 

M. L. Bricker, R. F. Suivety, J. M. Smitu, H. H. 
MITCHELL, and T. S. HAMILTON. Journal of Nutrition 
[J. Nutrit.] 37, 163-183, Feb., 1949. 3 figs., 22 refs. 


The subjects of these experiments were 10 college girls, 
and the diets used for short-term tests were a basal one 
low in nitrogen and a “‘ 70% cereal protein diet’’, 
consisting of the basal diet with addition of a ‘70% 
cereal protein mixture ’’, the latter being a mixture of 
protein foods in which the cereals (white bread and 
oatmeal) provided 70% of the total protein, and non- 
cereals (beef, cream, and potato) the remainder. Tests 
consisted of 4 periods: (1) 10 days on the 70% cereal 
protein diet, supplying 1-6 g. of nitrogen daily; (2) 10 
days on the 70% cereal protein diet, supplying 3-2 g. 
of nitrogen daily, followed after an interval by (3) 15 
days on the low-protein diet, supplying 0-2 g. of nitrogen 
daily, followed after a further interval by (4) 10 weeks 
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on the 70% cereal protein diet fed according to individual 
nitrogen needs. The amounts of food nitrogen needed 
for equilibrium as well as the amount required for “‘ adult 
growth’ during the 10-week period were calculated for 


each subject from the nitrogen balance data of the first - 


three periods; the net amount of nitrogen needed for 
“adult growth ”’ was estimated by allowing 0-77 g. of 
nitrogen per square metre of surface area. 

Nine of the 10 subjects were in positive balance 
throughout the 10-week period during which they 
received the estimated amounts of protein; in the remain- 
ing subject, with no consistently positive balance, require- 
ments had apparently been underestimated, but a 
consistently positive balance was obtained when the 
intake was increased. For the 9 subjects in positive 
balance the average daily allowance for adult maintenance 
and growth was 31-7+1-6 g. of protein per person or 
25 g. of protein per 1,000 Calories of basal heat or 0-55 g. 
of protein per kilo of body weight or 3-1 g. of nitrogen 
per square metre of surface area; the average 
“ apparent ”’ nitrogen retention (average positive balance) 
was 0-37 g. per square metre of surface area. The results 
of weekly haemoglobin determinations and red cell 
counts during the 10-week period were within normal 
limits and showed no upward or downward trend. 
Tests of ‘alertness and co-ordination, proof-reading, 
memory, code learning and reading, the Rorschach 
multiple choice tests, and tests of physical endurance 
revealed no consistent difference between the experimental 
subjects and a number of control subjects. It is con- 
cluded that the results of the short-term tests were valid 
for the 10-week period. Joseph Parness 


1093. The Thiamine Excretion Test as a Gauge of 
Dietary Adequacy 

G. H. LaInG, F. W. Jones, D. ANDERSON, and J. M. 
BEAZELL. Gastroenterology [Gastroenterology] 12, 450- 
453, March, 1949. 2 figs., 2 refs. 


1094. Influence of Secretin and Insulin on Pancreatic 
Secretion in Healthy Human Subjects 

M. H. F. FrRieDMAN and W. J. SNape. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 70, 280-283, Feb., 1949. 1 fig., 
18 refs. 


Samples of gastric and duodenal juice were collected 
separately from 22 normal men and women by con- 
tinuous aspiration at a negative pressure of 30 to 50 mm. 
Hg by means of an Agren—Lagerlof tube. A purified 
secretin preparation, free of pancreozymin and without 
effect on blood sugar, emptying of the gall-bladder, or 
intestinal juice secretion, was injected intravenously in a 
dosage of 1-1 clinical units per kg. body weight. After 
one hour a second dose of secretin was given, combined 
in one series of experiments with crystalline insulin, 0-1 
unit per kg. body weight. (In some experiments a third 
injection, either of secretin alone or of secretin and insulin, 
was given at the end of the second hour and samples 
collected during the third hour.) 

After the first injection of secretin, the secretion of 
pancreatic juice reached its maximum rate during the 


second 10-minute period and amounted to 82 to 213 ml, 
during the hour. The enzyme concentration was also 
greatest during the second 10-minute period but declined 
at a more rapid rate than did the volume. A second 
injection of secretin alone produced 127 to 253 ml. but in 
all but 3 of 22 experiments the concentration of enzyme 
was less than after the first dose. In the 17 experiments 
in which insulin was given with the second injection of 
secretin, the blood sugar fell from 66 to 93 mg. per 100 
ml. to 23 to 48 mg. per 100 ml. 30 minutes after insulin, 
and at the end of one hour was 30 to 105 mg. per 100 ml. 
The volume of pancreatic secretion was no greater, but 
the enzyme concentration was 51-8% higher than during 
the first hour. This is explained by the author as being 
due to the hypoglycaemic stimulation of the vagal centre. 
A. Schweitzer 


1095. Hormonal and Vitamin Factors in Intestinal 


T. L. ALTHAUSEN. Gastroenterology [Gastroenterology] 
12, 467-480, March, 1949. 8 figs., 21 refs. 


1096. Carbohydrate Metabolism in the Combination of 
Diabetes Mellitus and Addison’s Disease, as Illustrated by 
a Case 

J. H. Crampton, S. T. Scupper, and C. D. Davis. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.} 
9, 245-254, March, 1949. 46 refs. 


1097. Studies of the Role of the Liver in Human Carbo- 
hydrate Metabolism by the Venous Catheter Technic. 
1. Normal Subjects under Fasting Conditions and Follow- 
ing the Injection of Glucose 

P. K. Bonpy, D. F. JAMes, and B. W. FARRAR. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 238-244, 
March, 1949. 3 figs., 11 refs. 


GENITO-URINARY AND NERVOUS 
SYSTEMS 


1098. The Renal Regulation of Acid-Base Balance in 
Man. III. The Reabsorption and Excretion of Bicarbon- 
ate 

R. F. Prrts, J. L. Ayer, and W. A. Scutess. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 35-44, Jan., 
1949. 4 figs., 20 refs. 


This paper is an analysis of the renal mechanisms 
whereby the plasma carbonate is maintained within the 
range of 24 to 28 mM. per litre, in spite of the customary 
ingestion of an acid-ash diet, involving a constant 
tendency to reduction in the plasma bicarbonate concen- 
tration. In 14 experiments on 3 subjects the plasma 
bicarbonate level was elevated by slow infusion of 
bicarbonate, sometimes from normal values, sometimes 
from low values induced by ammonium chloride acidosis. 
Glomerular filtration rate, bicarbonate and chloride 
excretion, and urinary pH and carbon dioxide tension 
were measured in successive periods. The filtration, 
excretion, and reabsorption of bicarbonate and chloride 
were calculated, and the main findings were: (1) At 
plasma levels below 24 mM. per litre, only negligible 
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amounts of bicarbonate are excreted; as the concentra- 
tion of plasma bicarbonate increases, the urine contains 
more bicarbonate and the reabsorption of bicarbonate 
tends towards a fairly constant maximum value, so that 
at levels of plasma bicarbonate above 28 mM. per litre 
maximum amounts are being reabsorbed and the excess 
of bicarbonate appears in the urine. (2) Expressed in 
terms of the glomerular filtration rate, the average maxi- 
mal reabsorption of bicarbonate is 2-8 mM. per 100 ml. 
of glomerular filtrate. (3) There is a general relationship 
between chloride and bicarbonate reabsorption, such that 
as bicarbonate reabsorption approaches its maximum 
chloride reabsorption falls off. (4) As the plasma 
bicarbonate increases, the output of titratable acid and 
ammonia falls off. 

The discussion of the data collected supports the thesis 
that there are two distinct mechanisms of bicarbonate 
reabsorption—one located in the proximal tubule and one 
in the distal tubule. At low levels of plasma bicarbonate 
concentration the proximal tubule reabsorbs practically 
all the filtered bicarbonate, and little bicarbonate enters 
the distal tubule. At high plasma bicarbonate levels 
proximal reabsorption is incomplete and _ significant 
amounts of bicarbonate enter the distal tubule, where 
reabsorption occurs as an active process in such a way as 
to interfere with the excretion of titratable acid. Sucha 
theory explains many of the relationships between plasma 
bicarbonate concentration and the composition of the 
urine, but fails to account for the combination of a low 
plasma bicarbonate level and enhanced urinary output 


- of bicarbonate which can be induced by overbreathing; 


here a change in plasma PH is a likely factor. 

[This excellent paper should be read by those interested 
in the mechanisms of homeostasis by the kidney; it 
should be studied in conjunction with the summary of 
earlier work in the same field by Pitts (Fed. Proc., 1948, 
7, 418).] D. A. K. Black 


1099. Further Observations on the Depression of Renal 
Function Following Hypophysectomy 

H. L. Wuite, P. HEMNBECKER, and D. RoLr. American 
Journal of Physiology {[Amer. J. Physiol.] 156, 67-78, 
Jan., 1949. 21 refs. 


1100. Nephro-omentopexy, Compensatory Renal Hyper- 
function, and Parallel Measurements of Renal Dynamics 
N. S. R. Maur. American Journal of -Physiology 
[Amer. J. Physiol.| 156, 79-86, Jan., 1949. 4 figs., 32 
refs. 


1101. The Effect of Exposure to Sunlight on Night 
Vision 

S. Hecut, C. D. HENDLEY, S. Ross, and P. N. RICHMOND. 
American Journal of Ophthalmology [Amer. J. Ophthal.} 
31, 1573-1580, Dec., 1948. 4 figs., 10 refs. 


Reports from North Africa and the South Pacific 
during the recent war suggested that night. vision 
deteriorates after exposure to strong sunlight. Earlier 
experiments had shown that previous exposure to high 
intensities of illumination delays the onset of dark-adapta- 
tion, the rod threshold being much higher. The measure- 


ments were obtained by using two Hecht-Schlaer 
adaptometers, and the experiments showed that night 
vision is interfered with significantly but not drastically 
for a period of several hours after a single prolonged 
exposure to sunlight. Daily exposure to bright sunlight 
for three hours or more reduces night visual acuity, range 
of visibility, contrast discrimination, and the frequency of 
picking up a barely visible target, by 50%. 

The usual expensive sun-glasses are designed for the 
maximum transmission of visible light, at the same time 
cutting out as much as is possible of the ultraviolet and 
infra-red, thus transmitting 50% or even 70% of the 
visible light; therefore, for protection against the 
deleterious effects of sunlight on night vision sun-glasses 
are recommended that transmit at most 10% of visible 
light. J. Berkson 


1102. Movements of the After-image Caused by Vesti- 
bular and Optokinetic Stimulation and their Dependence 
on the Stimulus, Subject, and Environment (Labyrinthar 
und optokinetisch ausgeléste Nachbild-Bewegungen in 
ihrer Abhangigkeit von Reiz, Subjekt und Umwelt) 

K. Hepet. Deutsche Zeitschrift fiir Nervenheilkunde 
[Dtsch. Z. Nervenheilk.] 159, 3-56, 1948. 26 refs. 


This paper gives an account of physiological and 
psychological experiments in which several subjects were 
asked to describe the movements of the after-image after 
rotation and other forms of vestibular stimulation. The 
influence of monocular vision and eye movements on the 
formation of the after-image was also studied. The 
emotional state of the subject and stimulation of other 
sensory organs had a marked effect on the after-image. 

J. T. Leyberg 


1103. Physio-pathological Features of Cortical Oxygen. 
(Aspects physiopathologiques de l’oxygéne cortical) 

A. REMOND. Revue Neurologique [Rev. neurol.| 80, 
579-588, Sept.—Oct., 1948. 11 fig., 10 refs. 


The microelectrode method of Davies and Brink (Rev. 
Sci. Instrum., 1942, 13, 524) was used for determining the 
local oxygen tension in exposed areas of the cortex in cats 
under “ nembutal”’ anaesthesia. The oxygen tension 
between two arterioles of 20 and 50m diameter 
respectively, and 220m apart, progressively decreased 
from 95 to 30 mm. Hg at a distance of 80u from the 
smaller and 140. from the larger. Similarly, between 
arteriole and venule the oxygen tension fell progressively, 
rising again in the vicinity of the venule. The author 
concludes that oxygen diffusion into the cortical tissue 
still takes place on the venous side. During nikethamide 
convulsions the oxygen tension diminished in the venous 
blood draining from a cortical area owing, presumably, to 
an increase in the oxygen utilization of the cortex during 
the seizure. A. Schweitzer 


1104. Effect of Extracellular Electrolyte Depletion on 
Brain Electrolyte Pattern and Electroshock Seizure 
Threshold 

E. A. SwinyarD. American Journal of Physiology 
[Amer. J. Physiol.| 63, 163-169, May, 1949. 18 refs. 
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_ Pharmacology and Therapeutics 


1105. The Effect of Anesthetics on the Uptake of Radio- 
active Phosphorus by Human Erythrocytes 

V. Pertzorr and C. L. GemMMILL. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 
95, 106-115, Jan., 1949. 6 figs., 3 refs. 


The authors, working at the University of Virginia 
Medical School, employed radioactive phosphorus P** 
in studying the effect of various anaesthetic agents on the 
migration of phosphate ions between plasma and ery- 
throcytes in oxalated or citrated human blood in vitro. 
Phosphate containing radioactive phosphorus was added 
to blood samples containing the anaesthetic agent under 
consideration, and to controls. After various periods of 
time specimens were taken, centrifuged, and the amount 
of radioactive phosphorus contained in the plasma esti- 
mated with a Geiger counter. From this the distribution 
of radioactive phosphorus as between plasma and erythro- 
cytes was calculated. Observations were carried out 
over a 6-hour period. 

It was found that the rate of uptake of phosphate ions 
by the erythrocytes varied as between individuals, and 
in the same individual from day to day. Sodium 
barbitone and ether had a retarding effect, whereas 
“methadon”’ and urethane did not change the rate of 
uptake of phosphate ions. Douglas Findlay 


1106. Antimitotic Action of Maleimide and Related 
Substances 

E. FRIEDMANN, D. H. MArRIAN, and I. SIMON-REUss. 
British Journal of Pharmacology and Chemotherapy 
[Brit. J. Pharmacol.| 4, 105-108, March, 1949. 3 figs., 
5 refs. 


1107. The Influence of Adonis on the Function of the 
Conducting System of the Heart. (Bnusxnne ropuupeta 
Ha dyHKUH CHCTeMBI, MpOBO- 

R. P. MEZHEBOVSKI. Menuunua [Kiin. 
Med., Mosk.} 26, No. 9, 68-78, 1948. 11 refs. 


Adonis (pheasant’s eye) is a very popular medicament 
in the Soviet Union, where it is used extensively for 
irregularities of heart rhythm. The author investigated 
its action. He refers to the work of Citron and Zondek 
on its action in slowing atrio-ventricular conduction in 
frogs. 

No indication is given in the article of the mode of 
preparation or dosage of the drug, but two alkaloids, 
adonidine and adonilene, are mentioned. There seems 
to be some difference of opinion about its mode of action; 
the above workers considered that it acts directly on the 
heart muscle, while Bubnov and Sergyenko of the Botkin 
Clinic believe that it acts through stimulation of the vagus 
nerve. The present author agrees with the former view, 
and presents evidence in support of his contention. 


The action of Adonis on sinus automatism can 
obviously be observed only in hearts with normal 
rhythm, since in auricular fibrillation the impulse does 
not arise from the sinus. Adonis slows sinus rhythm if 
the rate is not above 120 or below 80. Within these 
limits, the higher the rate the greater the effect. Slowing 
prolongs diastole, this effect being therapeutically 
effective only if ventricular systole is strengthened. Thus 
of 141 cases slowing took place in 91, but in only 67 was 
there any clinical improvement. The author believes 
that in these cases Adonis acts directly on the sinus node. 
Adonis \engthened the P-Q interval in 53 out of 146 
cases, shortened it in 30, and had no effect in 63. Of 
these patients, 132 had before the experiment normal 
P-Q intervals and 14 prolonged P-Q intervals; in the 
latter, the effect of the drug was to shorten the interval 
in 7 (50%). The dosage of adonidine in this series was 
from 0-53 to0-56g. The disturbance of atrio-ventricular 
conductivity is less common and less severe with adoni- 
dine than with digitalis. Of this series of 146 cases, in 8 
(5-6%) a pathological degree of block developed against 
11 out of 63 treated with digitalis. Nevertheless, 
adonidine can produce any degree of block from simple 
bradycardia to complete heart block. 

Adonidine is less prone to produce extrasystoles and 
bigeminal rhythm than is digitalis; of 103 cases treated 
with adonidine, 5-8% developed extrasystoles, while of 
the same number treated with digitalis, 22-3°% developed 
extrasystoles. In another series, pulsus bigeminus 
developed in 3-4% of cases with adonidine, against 
10-1% with digitalis. In one case in which pulsus 
bigeminus appeared spontaneously, and in another in 
which its appearance followed digitalis therapy, treatment 
with Adonis led to its disappearance. 

In auricular fibrillation, adonidine seems to have been 
more effective than digitalis (58-1% of cases of restoration 
of normal rhythm against 43%). It also acted more 
rapidly, but the effect was of shorter duration. In the 
opinion of the author, it is more quickly eliminated from 
the body than digitalis. 

He concludes that: (1) The effect of Adonis is less 
marked than that of digitalis. (2) Its action differs 
somewhat from that of digitalis, in that it does not 
increase the automatism of the auricles, does not shorten 
the refractory phase of the auricles, and does not lead to 
flutter or fibrillation. (3) There is less tendency to 
contraction of the coronary arteries than with digitalis. 
[The dose of adonilene is given as 10 to 15 drops twice a 
day in describing one case, and a 5°%% tincture is referred to 
elsewhere; otherwise no reference is made to the dosage 
of this drug or of digitalis.] 

[This article does not convince the abstracter of the 
superiority of preparations of Adonis over those of 
digitalis. In those countries in which the latter is 
difficult to obtain it may prove to be a fair substitute and 
has indeed been employed for many years. It seems to 
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have no advantage over standardized preparations of . 


digitalis and strophanthin, except its smaller liability to 
produce ventricular irregularities. It might be of use in 
patients intolerant of digitalis. It is unfortunate that no 
observations were made on its effect in lowering excessive 
yenous pressure or increasing ventricular output in general 
cardiac failure.] L. Firman-Edwards 


1108. The Hypotensive Effect of New Dihydrogenated 
Ergot Alkaloids. (Ueber die blutdrucksenkende Wirkung 
neuer dihydrierter Mutterkornalkaloide) 

A. KAPPERT, P. BAUMGARTNER, and F. Rupp. Sch- 
weizerische Medizinische Wochenschrift [Schweiz. med. 
Wschr.] 78, 1265-1269, Dec. 24, 1948. 5 figs., 46 refs. 


After it had been established by Stoll and Hofmann 
that ergotoxine consists of the three alkaloids ergoconine, 
ergocristine, and ergocryptine, the same investigators 
succeeded in obtaining crystalline dihydro-compounds of 
these alkaloids. The present investigations were carried 
out in order to study the effect on hypertension of a 
compound, “‘CCK 179”, containing these in equal 
proportions. Electrocardiograms were taken, the systolic 
and diastolic pressures and the diastolic pressure in the 
retinal artery were measured, and the blood urea was 
determined. In 25 patients with hypertension the circu- 
lation in the legs was obstructed by tourniquets; this 
raised the blood pressure in other parts of the body, 
probably by reflex vasoconstriction particularly in the 
splanchnic area, so that the effect of later injection of the 
drug on the blood pressure could be attributed to its 
effect on the splanchnic sympathetic. Simultaneous 
investigation of the skin temperature of the arms during 
the obstruction-and-injection test revealed at the most a 
negligible increase in temperature, hence dilatation of the 
arteries of the arms could be excluded as a cause of the 
intense fall in blood pressure which resulted from intra- 
venous injection of the drug. Tests were also carried 
out with obstruction of the circulation in the legs alone 
and with injection of the drug alone. The fall in systolic 
blood pressure produced by intravenous injection of 
0-3 mg. CCK 179 in 20 patients with an average blood 
pressure of 244/147 mm. Hg when the leg circulation 
was obstructed was 71 mm. Hg, and diastolic pressure 
fell by 35 mm., the lowest figures being recorded after 
6to 10 minutes. By contrast, in 8 patients with the same 
initial blood pressure the same dose of the drug when 
the circulation was not obstructed decreased the systolic 
pressure by only 25 mm. and the diastolic by 14 mm. Hg, 
the lowest figures being obtained after 20 minutes. In 
treatment, an average of 12 intravenous injections of 
0-3 mg. should be given at intervals of 2 to 3 days 
together with 30 drops thrice daily by mouth. In order 
to avoid untoward effects smaller initial doses are 
recommended, such as 0-1 mg. parenterally to be in- 
creased by 0-1 mg., and 6 to 7 drops thrice daily by 
mouth to be increased by 1 drop thrice daily. An average 
course of treatment lasts for 60 days. Treatment should 
be terminated gradually. In some cases one course of 
treatment was found to be adequate; in others it had to 
be repeated several times. The author discusses in more 
detail one case each of juvenile, essential, malignant. and 


renal hypertension. It is pointed out that, in addition 
to decrease in blood pressure, a pronounced improve- 
ment in the symptoms and in the electrocardiographic 
and retinal findings was achieved. The observation 
that the drug was effective in a case of renal hypertension 
is discussed. A. Schott 


1109. The Effects of Curare and Prostigmine on the 
Central Nervous System. Preliminary Report of Clinical 
Observations 

S. BERMAN. Connecticut State Medical Journal {Conn. 
med. J.) 12, 1111-1116, Dec., 1948. 27 refs. 


The author treated 1 psychiatric and 20 neurological 
cases with curare or neostigmine, or both drugs together. 
Spasticity was present in 14 of the patients and only 2 
were neurologically normal. Changes in reflexes, in 
spasticity, and in clonus occurring within 24 hours of 
drug administration were classified as early, while those 
occurring 24 to 72 or more hours after its administration 
were classified as late. The dose of neostigmine was 
1 mg., subcutaneously, and of curare from 0-6 to 1-5 mg. 
per kilo body weight. 

Of 19 patients given neostigmine alone, 15 showed some 
neurological change. In 8 there was an early increase in 
reflexes, in 1 an early decrease, in 3 a late decrease, and 
in the other 3 a decrease was observed only when curare 
was given with the neostigmine. Of 18 patients given 
curare alone, there was an early increase in reflexes in 9 and 
a decrease in 4, the remainder showing no early neuro- 
logical change. In 5 of this group of 18 there was a 
remarkable late decrease in spasticity lasting in one case 
for 6 to 7 days, in spite of*the small dose of the drug. 
Of 14 patients who were given 1 mg. of neostigmine with 
60 mg. of curare, 1 had previously had neostigmine 
alone and another curare alone, while the remainder had 


been given both drugs, separately. In 10 of these. 


there was an early increase, and in 3 an early decrease, 
in reflexes, while a late effect was recorded in 5. Curare 
given alone or with prostigmine had a sedative effect on 
16 out of 19’ patients, 5 going to sleep although the 
drug was administered in the middle of the morning. 
Animal experiments are quoted as giving evidence of 
the action of curare as a central nervous depressant, and 
the author regards the clinical observations made as 
supporting this, although the cortex is admitted to be 
unaffected in animals. The early increase observed in 
the reflexes is attributed to a depression of inhibition, a 
release phenomenon, while the later decrease may have 
been due to direct action on the phylogenetically older 
centres themselves. It is suggested that the maximum 
effect is at a subcortical level, probably on the motor 
centres of the brain stem. Reginald St. A. Heathcote 


See also Section Medicine: General, Abstract 1293. 


1110. The Use of Tripelennamine Hydrochloride (Pyri- 
benzamine) as a Topical Anesthetic 

V. MoseLey. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 15, 410-411, Dec., 1948. 4 refs. 


A technique consisting of mouthwash and gargle at 
5-minute intervals with two 10-m!. portions of a 1% 


=. 
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aqueous solution of this antihistamine substance has 
given oral and pharyngeal analgesia adequate to allow 
full gastroscopic examination and lasting for from 45 to 
$0 minutes. Satisfactory analgesia was also obtained in 
aphthous stomatitis and acute tonsillitis, and on applica- 
tion of a 2% ointment to painful haemorrhoids. Local 
application of the powder to the cavity of a carious tooth 
also gives relief from pain. The transient bitter taste 
was well tolerated and no unpleasant effects were noted. 

[The local analgesic activity of “‘* neoantergan” 
(anthisan), chemically closely similar to “* pyribenza- 
mine ’’, was reported by Dews and Graham in 1946. It 
appears to be unrelated to antihistamine action.] 

Derek R. Wood 


1111. The Effect of Acridine Derivatives on Growth and 
Mitosis of Cells in vitro 

I. Lasnitzki and J. H. WILKINSON. British Journal of 
Cancer (Brit. J. Cancer] 2, 369-375, Dec., 1948. 10 figs., 
10 refs. 


The influence of 5 compounds on the rate of migration 
and mitosis of chick fibroblasts in 24-hour-old cultures, 
consisting of equal parts of chick plasma and chick 
embryo extract, was studied. The following compounds, 
in concentrations ranging from 1 in 30,000 to 1 in 960,000, 
were employed: 5-aminoacridine hydrochloride, 
5-amino-10-methylacridinium bromide, 5-amino-1- 
phenylacridine hydrochloride, 5-amino-1-phenyl-10- 
methylacridinium bromide, 2-chloro-5-amino-10-methyl- 
acridinium bromide. The experimental and control 
cultures were fixed in Susa solution and stained with 
haematoxylin. The greatest effect on cell migration and 
mitosis was observed in cultures treated with 5-amino- 
acridine hydrochloride, and the smallest in those treated 
with 5-amino-1l-phenyl-10-methylacridinium bromide. 


At higher concentrations all the compounds produced _ 


vacuolization of the nucleoli and cytoplasm. 

In view of the absence of an increase of abnormal 
mitosis in treated cultures, the authors consider that the 
compounds prevent the cells from entering mitosis and do 
not interfere with actual cell division. The increase in 
cell degeneration in higher dilutions of the compounds 
may be the result of mitotic inhibition and breakdown 
of premitotic cells attempting division. 

L. Dmochowski 


1112. An Investigation of the Nature and Extent of the 
Binding of Oxophenarsine (Mapharsen) by the Red Blood 
Cell of the Rabbit in vitro: I. Adsorption on the Cell 
Surface 

L. D. Fink and H. N. Wricut. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 
94, 455-464, Dec., 1948. 2 figs., 9 refs. 


An investigation was made into the nature and extent 
of the binding of “‘ mapharsen ” by erythrocytes, previous 
observations having suggested that the binding of an 
organic arsenical compound might diminish its trypano- 
cidal potency in the blood. Mapharsen was added to 
heparinized rabbit’s blood in vitro in concentrations of 
1 in 1,000 to 1 in 500,000 and the arsenic content of 


plasma and cells determined separately by Guitzeit’s 


method 4, 4, and 8 hours later. It was found that 72 to 
76% of the mapharsen was bound to the cells when its 
concentration was 1 in 1,000, but that with concentrations 
of 1 in 2,000 to 1 in 5,000 the percentage with the cells 
rose to 80 to 85. With concentrations below 1 in 5,000 
there was a progressive decrease in the amount bound by 
the erythrocytes: 70 to 75% at 1 in 20,000, 53 to 64% at 
1 in 50,000, 37 to 43% at 1 in 100,000, and 28 to 44% at 
1 in 500,000. By plotting the logarithm of the concentra- 
tion of mapharsen in the erythrocytes against the loga- 
rithm of the concentration in the plasma within the whole- 
blood concentration range 1 in 5,000 to 1 in 100,000, an 
almost straight line was obtained, indicating that the main 
process was one of adsorption (Freundlich’s adsorption 
isotherm equation.). By estimating the amount of the 
compound removed by three resuspensions of the 
mapharsen-treated erythrocytes in fresh plasma, however, 
it was found that the process was not completely rever- 
sible but ranged from 60 to 90%, suggesting that factors 
other than adsorption were probably also concerned in 
the binding of mapharsen by erythrocytes in the rabbit. 
R. Wien 


1113. An Investigation of the Nature and Extent of the 
Binding of Oxophenarsine (Mapharsen) by the Red Blood 
Cell of the Rabbit in vitro: Il. Factors Other than 
Adsorption 

L. D. Fink and H. N. Wricut. Journal of Pharma- 
cology and Experimental Therapeutics {J. Pharmacol.} 94, 
465-471, Dec., 1948. 5 refs. 


The influence of factors other than adsorption on the 
binding of “‘mapharsen” by erythrocytes in vitro was 
investigated by determining the diffusibility of mapharsen 
on dialysis from normal rabbit blood, haemoglobin, 


laked defibrinated blood, and other cell constituents. 


Initial experiments showed that mapharsen was almost 
completely dialysable (95°%) through a collodion mem- 
brane from modified dextrose Ringer’s solution, from 
serum, and from serum containing saponin, From 
defibrinated rabbit’s blood 33 to 48% of the added 
mapharsen dialysed in 6 to 12 hours, the remainder being 
assumed to be too firmly bound to the cell surface to pass 
through the membrane. From laked defibrinated blood 
59 to 75% diffused, an additional amount being dialysed 
when the cell membrane was destroyed with saponin, and 
from haemoglobin solution 71 to 82%. To study the 
binding of mapharsen by free sulphydryl groups maphar- 
sen was dialysed from urease solution, 41 to 57% dif- 
fusing. The binding of mapharsen by urease was thus 
considerably greater than by an equivalent amount of 
haemoglobin. From the stroma of rabbit’s erythrocytes 
86 to 93% dialysed, indicating insignificant binding by the 
stroma. R. Wien 


1114. The Maintenance of a Filarial Infection (Litomo- 
soides carinii) for Chemotherapeutic Investigations 

F. HAWKING and P. SEwELL. British Journal of Pharma- 
cology and Chemotherapy (Brit. J. Pharmacol.| 3, 285- 
296, Dec., 1948. 4 figs., 36 refs. 
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1115. The Use of a Nitrogen Mustard in Hodgkin’s 
Disease and Lymphosarcoma 

A. H. MEYER and W. C, OvERMILLER. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 381-386, Feb., 1949. 
1 fig., 4 refs. 


See also Section Medicine: General, Abstract 1295. 


1116. Modifications in the Staining Properties and 
Morphology of Micro-organisms Subjected to the Action 
of Antibiotics. (Modifications tinctoriales et morpho- 
logiques des microorganismes soumis a Il’action des 
antibiotiques) 

C. Levapiti.. Comptes Rendus des Séances de la Société 
de Biologie [C-R. Soc. Biol. Paris] 143, 314-315, March, 
1949. 10 refs. 


1117. The Antibacterial Action of Spices. (Uber die 
antibakterielle Wirkung von Gewurzen) 

H. Dotp and A. Knapp. Zeitschrift fiir Hygiene und 
Infektionskrankheiten [Z. Hyg. InfektKr.] 128, 696-706, 
1948. 20 refs. 


The authors investigated the bactericidal action of 27 
different spices on Bacterium coli, Salmonella typhi, 
Shigella dysenteriae Flexner, staphylococci, Proteus 
vulgaris, Bacillus subtilis, B. prodigiosus, and Vibrio 
cholerae. Fifteen different experimental arrangements 
were employed. Only garlic proved to be completely 
inhibitory to all bacteria investigated; onions and cloves 
were inhibitory to all but B. subtilis, and radish, horse 
radish, mustard, and marjoram were only partly inhibi- 
tory to some of the micro-organisms tested. Botanically 
the most potent spices belong to the Liliaceae family, 
followed by Myrtaceae, Cruciferae, and Labiatae. The 
antibacterial action of these spices is primarily due to 
their content of ethereal oils with an admixture of 
sulphur compounds, and secondarily to tanning sub- 
stances and alkaloids. Onion and garlic juice retain 
their bactericidal properties after storing for 8 days in 
the ice chest and to some extent even after boiling for 
10 minutes. K. S. Zinnemann 


1118. Jaundice and Sulfonamide Drugs 
C.H. RAMMELKAMP. Blood [Blood} 3, 1411-1415, Dec., 
1948. 8 refs. 


It is important to distinguish the jaundice caused by 
sulphonamides from infective hepatitis or serum jaundice 
occurring during sulphonamide therapy, because in the 
first of these conditions the drug should be stopped at 
once and in infective hepatitis or serum jaundice it can 
safely be continued. Jaundice due to sulphonamides is 
classified in three groups. (1) The immediate form occurs 
within 3 days of the start of chemotherapy. It is 
usually accompanied by toxic signs, and there is a history 
of sulphonamide medication, often associated with toxic 
reactions. Biochemical investigations suggest that there 
is mild toxic hepatitis. (2) The intermediate form, which 
usually occurs 2 to 5 days after the start of chemotherapy, 


is associated with an acute haemolytic anaemia; the 


mortality in this form is 5 to 10%. (3) Delayed jaundice 
appears 10 or more days after sulphonamide treatment is 
begun. It is due to a toxic hepatitis usually accompanied 
by other signs of sulphonamide intoxication. 
[Only one case report is given; the rest of the article 
is a digest of previously published work.] 
P. C. Reynell 


1119. Erythema Nodosum in Children Following Admini- 
stration of Sulphathiazole 

S. A. Doxtapis and D. McLean. Archives of Disease 
in Childhood [{Arch. Dis. Childh.| 23, 273-280, Dec., 
1948. 21 refs. 


As a result of observations made on 17 children it was 


_ decided that sulphathiazole will precipitate erythema 


nodosum only in subjects who are in the active stage of 
one of the infections commonly associated with spon- 
taneous erythema nodosum—primary tuberculosis and 
streptococcal infections. Sulphathiazole is therefore a 
provocative and not an aetiological factor. 

Beryl Twyman 
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1120. Allergy and Meningism due to Penicillin. 
(Allergie et méningisme pénicilliniques) 

J. P. Tatwens. Practica Oto-Rhino-Laryngologica 
[Pract. oto-rhino-laryng., Basel] 10, 584-605, 1948. 
4 figs., 16 refs. 


The phenomenon of allergic meningism due to peni- 
cillin is individual, inconstant, and transitory, and consti- 
tutes no great danger to the patient. The symptoms may 
be those of a general systemic disturbance or of a local 
anaphylactic reaction. The pathogenesis, symptomato- 
logy, prophylaxis, and treatment are fully discussed and 
the difficulty in diagnosis is stressed. 

H. D. Brown Kelly 


1121. Serum Concentrations of Penicillin G in Man 
Following Intramuscular Injection in Aqueous Solution and 
in Peanut Oil-Beeswax Suspension 

H. A. Tucker and H. EaGie. American Journal of 
Medicine [Amer. J. Med.] 4, 343-354, March, 1948. 
4 figs., 17 refs. 


Crystalline sodium penicillin G was given intra- 
gluteally in single doses of 10, 3, 1, 0-6, 0-3, and 0-15 mg. 
per kilo body weight (equivalent to 1,200, 360, 120, 72, 36, 
and 18 thousand units, respectively, in a man weighing 
160 Ib. (72 kg.) ), in 6% aqueous solution; concentra- 
tions in serum were determined at intervals until penicillin 
was no longer detectable. With all doses, the level was 
70% less at the end of each hour than it was at the begin- 
ning; after the first few hours, the rate of fall became 
slower. A 2-5- to 10-fold increase in dose was required to 
maintain a given plasma level for another hour. Two 
different preparations were used with identical results. 
The experiments were repeated with penicillin suspended 
in peanut oil and beeswax. Four preparations, each 
containing 180 mg. (300,000 units) per ml. were used; 
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with 3 of these, concentrations in serum were similar. 
In these 3 there was a slow rise to a maximum level in 
2 hours and thereafter a gradual fall; appreciable 
amounts were present after 24 hours in those patients 
receiving 10 and 3 mg. per kg.; no penicillin was detect- 
able after 12 hours in those receiving 1-5 mg. perkg. The 
fourth preparation was absorbed more slowly, a 
maximum concentration being reached after 4 to 8 hours; 
the concentration then fell so slowly that, 24 hours after 
the injection, the levels were 64 times higher than was the 
case with the other oil-wax preparations; effective 
amounts were present even after a dose of 1-5 mg. per kg. 
This difference may have been due to a difference in the 
particle sizes of the penicillin and the beeswax, and in the 
7 of the medium. 

Smaller doses or longer intervals may be compatible 
with a good clinical response, because of the time 
required for organisms to recover from the effect of 
penicillin and because of other possible factors. 

Bernard Freedman 


1122. Some Observations on Effects Produced by Dif- 
ferent Kinds of Resistance Glass upon Growth of Mycelium 
and Formation of Antibacterial Substance in Cultures of a 
Strain of Penicillium chrysogenum Thom. [In English] 
T. WikEN and K. Optom. Arkiv for Botanik [Ark. Bot.] 
33, No. 14, 1-16, 1948. 4 figs., 2 refs. 


M glass, a Swedish resistant product, interferes with the 
action of Penicillium chrysogenum Thom in producing 
penicillin. An effect similar to that produced by M glass 
is brought about by substituting tap water rich in 
electrolytes for distilled water in preparing the nutrient 
solution, or by supplementing the medium with the 
a-modification of Hoagland’s A—Z mixture. The metal 
which appears to be most active in depressing antibiotic 
formation is zinc. The production of antibiotic, as 
measured by the action on Staphylococcus aureus, was 
compared when P. chrysogenum was grown in Jena glass 
of the quality “* Gerateglass 20”, American and French 
“ pyrex’ glass, and Swedish M glass. The “ M glass 
factor” stimulates mycelial growth while depressing 
antibiotic formation. G. M. Findlay 


1123. Procaine Penicillin: Effect of Single Daily Injec- 
tions 

P. F. Jones and R. A. SHooTER. British Medical Journal 
[Brit. med. J.] 2, 933-934, Nov. 27, 1948. 2 figs., 6 refs. 


The authors treated 45 ambulant and 4 ward patients, 
suffering from various inflammatory disorders, with one 
daily injection of 300,000 units of procaine penicillin G 
in arachis oil for 5 days. Blood penicillin levels were 
determined frequently and although detectable amounts 
of penicillin were found throughout the period of treat- 
ment, the high blood concentrations which occur shortly 
after the injection of most preparations of penicillin in 
oil and beeswax were not found. There were no ill 
effects and in the authors’ opinion the clinical response to 
this treatment was equal to that obtained in similar cases 
with two daily injections of 250,000 units of penicillin in 
saline. They also consider that a number of lesions were 


aborted which would probably have gone on to suppura- 
tion had they been treated by the latter method. [No 
control figures are given and it is not stated how these 
impressions were arrived at.] S. Karani 


1124. The Iron Salt of Penicillin. (‘* Ferricilline ”’), 
(A propos du sel ferrique de la penicilline) 

H. Ister. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 1202-1208, Dec. 11, 1948. 
11 figs., 28 refs. 


The author distinguishes between: (a) the retarded 
effect of penicillin in oil, which is due to the medium in 
which it is incorporated; and (b) the action of sparingly 
soluble salts of penicillin, such as the iron salt, which is 
described. This salt can be prepared by adding a solution 
of a ferric salt to a solution of an alkaline salt of penicillin. 
A ferric salt of penicillin is precipitated which is termed 
* ferricillin”’. The formula of this compound, prepared 
from penicillin G, is probably (C,gH,,O,N,.S).FeCl. 
It is active in vitro and in vivo and is relatively stable, its 
activity remaining unchanged after nine months at room 
temperature. 

For experimental work in demonstrating the activity of 
this compound, 100,000 Oxford units (O.U.) of sodium 
penicillin (crystalline penicillin G) were dissolved in 1 ml. 
of water and 0-5 ml. of 6% ferric chloride solution was 
added. The precipitate was redissolved by the addition 
of 18 ml. of 0-1 M sodium citrate. The activity of this 
preparation, tested by the agar plate method infected 
with staphylococci, disks of paper being used, was 
found to be equivalent to that of an aqueous solution of 
penicillin of the same concentration. 

For experiments in rabbits 3 ml. of neutral olive oil 
was added to the preparation as described above; the 
compound was injected subcutaneously. Blood levels 
were determined by titrating serial dilutions of the serum 
in glucose broth infected with staphylococci, to which 
bromocresol purple was added as indicator. The 
sensitivity of this method is stated to be 0-015 to 0-03 
O.U. per ml. In 5 rabbits injected subcutaneously with 
the oily preparation of ferricillin bacteriostatic concentra- 
tions of 0-05 unit per ml. remained in the blood for up to 
24 hours; in the same number of rabbits given aqueous 
penicillin the levels in serum fell to undetectable amounts 
after 6 hours. The initial levels in blood at half an hour 
revealed greater variation with the oily preparation, 
0-125 to 6 units per ml., compared with the aqueous 
preparation, 2 to 4 units per ml. 

For experiments in man ferricillin was prepared by 
adding 0-5 ml. of 6% ferric chloride to 200,000 O.U. of 
sodium penicillin, dissolved in 1 ml. physiological saline, 
and then 3 ml. of neutral olive oil containing 2% procaine. 
After intramuscular injection of 200,000 units the maxi- 
mum amount eliminated in the urine was about 40,000 
units at the period of maximum excretion—4 hours after 
the injection. After the injection of the same dose of an 
aqueous solution of penicillin, about 100,000 units was 
excreted during the same period. With the oily prepara- 
tion excretion in the urine was not complete even after 
48 hours, but with the aqueous penicillin hardly any was 
detectable in the urine after 16 hours. 
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Ferricillin was used in the form of the three prepara- 
tions described in cases of gonorrhoea. A single intra- 
muscular injection was given of 100,000 O.U. Of 69 
patients, male and female, 66 were cured by this treat- 
ment. These results compared favourably with others 
reported in the literature. Out of 205 cases treated with 
100,000 units of aqueous penicillin, given five times, 
85% were cured. Ferricillin can be incorporated in a 
cream of triethanolamine stearate and retains its activity 
in such a base for two months. R. Wien 


1125. Organisms Resistant to Penicillin Obtained from 
Patients 

H. L. Hirso, H. F. Dow Linc, and J. A. RoBINsoN. 
Archives of Internal Medicine [Arch. intern. Med.] 82, 
310-318, Sept., 1948. 20 refs. 


The development by bacteria of resistance to penicillin 
may be due to adaptation or mutation occurring, as a 
result of exposure to penicillin, in a bacterial population 
which is initially sensitive, or to the selective survival of 
resistant mutants which are already present. The 
authors find that, whatever the mechanism involved, 
sub-bacteriostatic concentrations of penicillin seem to be a 
prerequisite for the development of resistance, whereas 
the degree of initial sensitivity to penicillin is not a 
determining factor. 

Of 75 patients with bacteriaemia or endocarditis, 14 
were found to have positive blood cultures during the 
course of penicillin therapy in which the dosage varied 
from 30,000 to 2 million units every 2 hours, the serum 
penicillin levels 2 hours after injection varying from zero 
to 5 units per ml. In these cases the causative organism 
was found to be from 4 to 2,000 times more resistant 
than before treatment, and the recurrence of bacteriaemia 
was accompanied in 10 of them by symptoms of active 
infection. This group consisted of 2 cases of staphylo- 
coccal bacteriaemia, 1 case of haemolytic streptococcal 
bacteriaemia, 5 cases of staphylococcal endocarditis, and 
2 cases of endocarditis caused by Streptococcus viridans, 
and, in every case, the blood penicillin concentration was 
greater than that to which the organism. was sensitive in 
vitro. On this basis the treatment of these patients must 
be regarded as inadequate, and the authors consider that 
blood penicillin concentrations should be maintained at 
4 to 8 times the level of the in vitro sensitivity of the 
organism concerned in such cases. R. Wien 


See also Sections Paediatrics, Abstract 1277; Micro- 
biology, Abstract 1254. 
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1126. Further Studies on the Dihydrostreptomycins 

G. Rake, F. E. PANsy, W. P. JAMBor, and R. Donovick. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
58, 479-486, Nov., 1948. 1 fig., 14 refs. 


Studies on different streptomycins and dihydrostrepto- 
mycins confirm the essential similarities in biological 
behaviour of the dihydrostreptomycins and the strepto- 
mycins from which they have been derived. In vitro 
Studies of the activities of these antibiotics against various 

M—T 


organisms showed that against most organisms di- 
hydrostreptomycin is less active than the parent com- 
pound. For 7 of the 8 strains of Mycobacterium 
tuberculosis tested there was little difference between the 
in vitro activities of streptomycin and its dihydro deriva- 
tive. All figures given are based on repeated determina- 
tions, ranging from a minimum of 8 tests to a maximum 
of 25. The absorption and excretion rates of strepto- 
mycin and dihydrostreptomycin are very similar. Acute 
toxicities of streptomycin and dihydrostreptomycin 
show little difference. In vivo tests with a highly 
standardized tuberculous infection in mice did not reveal 
significant differences in response when the variation 
between doses used was a 50% increment. 
M. Daniels 


1127. An Experimental Evaluation of Dihydrostrepto- 


mycin 
A. O. Epison, B. M. Frost, O. E. Graegsse, J. E. 
Hawkins, S. Kuna, C. W. Musuett, R. H. 
and M. SoLororovsky. American Review of Tuber- 
culosis [Amer. Rev. Tuberc.] 58, 487-493, Nov., 1948. 
2 figs., 8 refs. 


Three samples of crystalline dihydrostreptomycin and 
two of crystalline streptomycin—calcium chloride com- 
plex were used in this investigation. Dihydrostrepto- 
mycin and streptomycin showed closely comparable 
activity on a weight-for-weight basis against the tubercle 
bacillus of both human and avian types in vitro. In vivo 
they were equally effective against avian tuberculosis in 
chicks. Cultures of tubercle bacilli resistant to strepto- 
mycin were also resistant to dihydrostreptomycin. 
Mice infected with streptomycin-resistant cultures of 
Salmonella schottmiilleri could not be protected by either 
streptomycin or dihydrostreptomycin. 

The toxic actions of dihydrostreptomycin and strepto- 
mycin on the nervous system were compared in cats. 
The two drugs appear to affect the nervous system in the 
same fashion, the signs produced differing only in time of 
onset and in severity. When the two drugs are given to 
cats in doses containing equal weights of base, ataxia 
and nystagmus appear later and are less severe with . 
dihydrostreptomycin than with streptomycin. 

M. Daniels 


1128. Appraisal of Oral Streptomycin as an Intestinal 
Antiseptic, with Observations and Rapid Development 
of Resistance of E. coli to Streptomycin 

J. S. Locxkwoop, A. D. YouNnc, McL. BOUCHELLE, 
T. R. BRYANT, and A. J. Stoyowskt. Annals of Surgery 
[Ann. Surg.] 129, 14-21, Jan., 1949. 1 fig., 11 refs. 


The results are reported of an investigation, made at 
the Presbyterian Hospital, New York, into the efficacy 
of pre-operative streptomycin, given by mouth, as a 
means of reducing intestinal bacterial flora in patients 
subjected to bowel surgery; a review of reports from 
other clinics is included. 

A first group of 24 patients were given oral strepto- 
mycin, 0-25 to 1 g. 6-hourly, and the effect was studied on 
the coliform organisms, streptococci, and clostridial 
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bacteria in their stools. Coliform organism counts were 
unaffected in 47-7% of cases, but in the remainder there 
was a significant response which became maximal in from 
2 to 4 days and, in half the cases, was maintained through- 
out a pre-operative period amounting in some cases to 
14 days. In the other half, the count rapidly returned to 
former levels despite continued therapy. It was shown 
that Bacterium coli became relatively streptomycin- 
resistant within 48 hours of administration of the drug. 
Streptococcal counts were unaffected in 87-7% of cases. 
Clostridial counts were unchanged in 38-9%, temporarily 
reduced in 22-2%, and reduced for longer periods in 
38-9% of cases, the response sometimes taking 7 days to 
become established. No toxic reactions were observed 
and a concentration of 4,800 to 9,600 units of strepto- 
mycin per gramme of wet stool was found onassay. Ina 
second series of 9 cases the addition of “* sulphathalidine ” 
did not significantly alter the findings. 

The effects of streptomycin on the intestinal flora are 
therefore to be regarded as unpredictable and often 
evanescent; organisms liable to give rise to post- 
operative complications rapidly become streptomycin 
resistant. Marshall Pullan 


TOXICOLOGY 


1129. Coramine (Nikethamide) in Barbiturate Poisoning: 
Comparison with Picrotoxin; Preliminary Report 
J. C. Watts and J. RuTHBERG. Annals of Internal 


Medicine [Ann. intern. Med.] 29, 1104-1114, Dec., 1948. 
17 refs. 


** Coramine ” (nikethamide) is a quick-acting analeptic, 
vasopressor, and respiratory stimulant. Its action is 
primarily on the higher brain centres, but it also has a 
direct stimulant action on the vital centres in the medulla. 
It thus helps to restore normal vascular tone, increases 
cardiac efficiency, deepens respiration, and combats 
anoxaemia. 

The authors’ investigations indicate that nikethamide is 
the drug of choice and superior to picrotoxin in the 
treatment of barbiturate poisoning. It has advantages 
over picrotoxin in being non-toxic and unlikely to pro- 
voke convulsions, such as are frequently seen with large 
and effective doses of picrotoxin. In all cases of barbi- 
turate poisoning full supportive treatment and gastric 
lavage should be given, and plasma transfusion if there 
is shock. Oxygen, penicillin, and general anti-infective 
measures are all needed if coma persists. The routine 
treatment, according to the present authors, consists 
in intravenous injection of 10 ml. of 25% nikethamide 
every 5 minutes until there is a return of reflexes and 
ability to answer questions sensibly. G. F. Walker 


1130. The Clinical Features of Mustard-gas Poisoning 
in Man 


D. C. British Medical Journal (Brit. med. 
2, 290-294, Aug. 7, 1948. 2 figs., 16 refs. 


Of 438 volunteers, 320 were exposed to mustard vapour 
and 118 to liquid mustard in the tropics, where the 
effects of systemic poisoning are greater than in temperate 
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climates. All of the former group and 77% of the latter 
wore respirators; 102 were affected. No differénce 
was noted as regards nature or time of onset of systemic 
symptoms between the groups. Systemic symptoms were 
most numerous within the first 24 hours (65% of those 
affected), and thereafter the additional numbers affected 
diminished rapidly; this contrasted with the delay in 
onset of skin lesions, which averaged 11 days. 

In order of frequency the symptoms were: (1) nausea 
60%, often with intermissions; (2) headache 41%; 
(3) lassitude 38%; (4) insomnia 30%, not apparently 
related to pain; (5) anorexia; (6) epigastric pain half 
an hour to 14 hours after food and lasting for several 
hours (? due to duodenal ulceration); (7) diarrhoea 11%, 
mild and of short duration; (8) tremor 7%, affecting 
only those severely burned, and starting within a few 
hours of exposure; (9) vertigo 6% [type not stated]; 
(10) tachypnoea 5%, the respiration rate reaching 30 to 
40 per minute without appearance of dyspnoea, and the 
increase in rate starting within a few hours; (11) anxiety 
state 3%. Pyrexia without sepsis was also noted. 

Nausea and vomiting were the most characteristic 
complaints during the first week, anorexia and epigastric 
pain during the third. A temporary fall in the ratio of 
neutrophil polymorphonuclears to lymphocytes was 
noted in some cases of severe burns. [It is not stated in 
what way the absolute numbers of the leucocytes were 
thereby altered.] The coagulation time of the blood was 
diminished during the first 3 weeks. Erythrocyte 
sedimentation rate and platelet count were normal. 

[The method of applying the mustard gas, the concen- 
tration of the vapour used, and the duration of exposure 
are not stated.] Bernard Freedman 


1131. The Effects of Skin Contamination with Liquid 
Mustard-gas on Water Balance in Animals 

G. R. Cameron and F. C. Courtice. Quarterly 
Journal of Experimental Physiology [Quart. J. exp. 
Physiol.| 34, 165-180, 1948. 8 figs., 15 refs. 


The authors, working at the Experimental Station, 
Porton, have investigated, first, the local effects of 
mustard gas (2 : 2’-dichlorodiethyl sulphide) on capillary 
permeability and its possible absorption by the lymph 
and, secondly, the general systemic effects of local fluid 
loss in the skin and from the alimentary tract. The 
experiments were carried out between 1941 and 1943 on 
dogs, goats, rabbits, and guinea-pigs. 

The local effects were investigated in dogs anaes- 
thetized with “‘ nembutal”’’ (pentobarbital, U.S.P.), the 
flow and composition of the lymph from the skin of the 
forepaws before and after contamination with mustard 
gas being studied by cannulating the main lymph duct 
just above the paw. The toxicity of the lymph and of the 
blood from the area was tested on tissue cultures of bone 
marrow. The general effects of the local loss of fluid 
were studied by determination of blood volume (Evans 
blue method), plasma protein concentration (micro- 
Kjeldahl), haemoglobin (Haldane), and erythrocyte 
counts in goats and rabbits. The dehydration caused 
by resulting diarrhoea was investigated by determinations 
of the body weight and water content of the tissues in 
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rabbits and guinea-pigs. The effects of dehydration on 
renal function were studied in rabbits, and in dogs 
anaesthetized with sodium barbitone. 

Contamination of the dog’s paw with liquid mustard 
gas gave rise in all cases to local oedema with a con- 
siderable increase in lymph flow and in lymph protein 
concentration (to about the level in plasma), and the 
lymph from the contaminated area was shown to con- 
tain a substance which inhibited the growth of bone 
marrow cultures. 

The general effect of the application of 40 mg. of 
mustard gas per kg. body weight to the skin of goats was to 
cause a fall in plasma volume, due to loss of fluid locally, 
with a resultant haemoconcentration and fall in 
plasma protein level. In the rabbit, contaminated with 
15 mg. per kg. body weight, the degree of haemo- 
concentration was less but the fall in plasma protein level 
was considerable and indicated a more effective reabsorp- 
tion of fluid from the tissues generally. The blood 
pressure in rabbits (measured by Grant-Rothschild ear 
technique) did not fall but the rectal temperature fell 
considerably. Fasting due to loss of appetite, and the 
loss of fluid by diarrhoea and salivation, resulted in 
marked loss of weight and emaciation. The water 
content of the lungs and skin of guinea-pigs 4 to 6 days 
after the subcutaneous administration of 10 mg. of 
mustard gas per kg. body weight was reduced, that of 
the muscles was unchanged, and that of the intestines was 
increased. 

In rabbits, after an application of 15 mg. of mustard 
gas per kg. body weight, breakdown of protein (largely 
endogenous) was increased and, in those animals which 
had diarrhoea, wasting, oliguria, increased plasma 
urea, and increased urea output were observed. The 
application of 40 mg. per kg. body weight to the abdomen 
of dogs resulted in blood concentration as oedema was 
produced, but vasoconstriction prevented a fall in blood 
pressure. The urea output, urea clearance, and plasma 
urea level remained constant, insufficient time elapsing 
for any change to occur during the course of the experi- 
ment. 

The authors point out that mustard gas may also have 
a considerable effect on the blood-forming tissues and 
that, even though the water balance may be restored, the 
leucocytes in the blood may be greatly reduced in number 
and may almost disappear. All attempts to prevent 
the bone-marrow and lymph-node changes in mustard gas 
poisoning have so far failed. Malcolm Woodbine 


1132. A Drug Sensitising the Organism to Ethyl Alcohol 
J. HAtp and E. Jacossen. Lancet [Lancet] 2, 1001- 
1004, Dec. 25, 1948. 3 figs., 19 refs. 


Experiments are described in which patients were 
sensitized to alcohol by the use of “* antabuse ”’, diethyl- 
thiuramdisulphide [bis(diethylthiocarbanyldisulphide)], 
having the formula 
This drug when given in a dose of 1 to 1-5 g. causes 
various unpleasant symptoms 7 to 12 minutes after intake 
of even such a small dose as 10 to 20 g. alcohol (30 to 
60 ml. gin) next day. The symptoms consist mainly of 
facial vasodilatation, which gives rise to conspicuous 
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blushing and dilatation of the scleral vessels. Other 
effects are increase in pulse rate (120 to 140 a minute), 
slight increase in cardiac output, increase in pulmonary 
dead space and pulmonary ventilation, a corresponding 
reduction in alveolar carbon dioxide, and a general 
uneasiness. Experiments demonstrating these effects in 
human and animal subjects are quoted. 

Though given clinically in single doses of up to 6g. 
and daily doses of 0-25 to 0-60 g. for several months, 
antabuse caused no ill effect, except when alcohol was 
taken. Its use in animals does not decrease the minimum 
lethal dose of alcohol, nor does it produce any toxic 
symptoms when given to rats in doses of 10 mg. per day 
and to rabbits (6 mg. per day) for more than three months. 

The absorption of antabuse from the intestinal tract is 
not complete, 30% being eliminated in the faeces. It is 
not excreted in the urine. The action of the drug takes 
place from 3 to 48 hours after ingestion, the effect varying 
in duration with the size of the dose—0°5 g., 3 to 4 days; 
1 g., 5 to 6 days; 1-5 g., 7 to 8 days. 

Its mode of action is still undecided, but is probably 
due to increased formation of acetaldehyde after ingestion 
of alcohol, the acetaldehyde producing the characteristic 
symptom of vasodilatation. That acetaldehyde can 
produce these symptoms by itself has been demonstrated 
in animals and in a human subject. It is suggested that 
antabuse causes a larger part than usual of the oxidized 
alcohol to pass through the intermediate stage of acet- 
aldehyde. J. B. Wilson 


1133. Treatment of Alcoholism with a Sensitising Drug 
O. MARTENSEN-LARSEN. Lancet [Lancet] 2, 1004-1005, 
Dec. 25, 1948. 


From December, 1947, to May, 1948, eighty-three 
alcoholic patients were treated with “‘ antabuse”, an 
initial dose of 1 to 1-5 g. being followed by 0-5 g. daily. 
They were told what would happen when alcohol was 
taken and kept under supervision, the worst cases in 
hospital and the others at home. In the majority of 
cases when this regimen was kept up habitual drinkers 
ceased to have a craving for alcohol after experiencing 
the effects of alcohol while taking antabuse. The detailed 
results are classified as follows. In group A, 32 cases, 
so much benefit was obtained that the dose was reduced 
to 0-0625 g. per day. In group B, 29 cases, the dose was 
varied so that the patient was prevented from taking 
more than 1 or 2 drinks ata time. In group C, 13 cases, 
patients showed more psychoneurosis and co-operated 
less well. The impression was gained that even these 
more difficult patients were helped. Group D, 9 cases, 
consisted of failures due to the presence of marked 
psychic defect. Three cases in which treatment was 
markedly successful are cited in detail. Caution should 
be used when antabuse is administered to patients with 
organic disease, and older, well established methods of 
treatment should not be neglected. 

[Part of the success of the treatment appears to be due 
to the socially extremely embarrassing effect of the drug 
when combined with alcohol, part to other unpleasant 
effects, and perhaps part to factors not yet eluciated.] 

J. B. Wilson 
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1134. The Treatment of Arsenical Dermatitis with 
Dimercaptopropanol (BAL) 

A. B. CARLETON, R. A. Peters, and R. H. S. THOMPSON. 
Quarterly Journal of Medicine (Quart. J. Med.) 17, 
49-79, Jan., 1948. 3 figs., 17 refs. 


A detailed report is given of 44 cases of arsenical 


dermatitis treated with 2 : 3-dimercaptopropanol (BAL). 


In 41 cases there was an acute exfoliative-type dermatitis ; 
3 patients died and in 4 more it was impossible to assess 
the progress numerically. In the remaining 37 cases the 
average period between the first injection of BAL and 
healing or practically complete healing was 21-5 days. 
Abscesses developed at the injection sites in 8 cases. 
The recommended dosage, followed in most cases, was: 
first day, one ampoule 4 times during the first 24 hours at 
4-hourly intervals; 2nd, 3rd, and 4th days, one ampoule 
twice daily; Sth and 6th days, one ampoule daily. 
Ampoules contained 2 ml. of 5° BAL dissolved in arachis 
oil containing 10% benzyl benzoate. They were nitrogen- 
filled and sterilized by heating for one hour at 170° C. 
The drug was given by deep intramuscular injection into 
the gluteal region. G. R. Cameron 


1135. Toxic Effects of Salicylate on the Foetus and 
Mother 

A. V. Jackson. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 587-593, Oct., 1948. 15 refs. 


The birth of a dead child to an eight-months-pregnant 
woman who, 17 hours before, had taken 200 g. of aspirin 
with suicidal intent led to an investigation of the toxic 
effect of salicylate on the foetus and mother in animals. 

It was found that salicylate can pass readily through 
the placental barrier in the rabbit and in the rat but was 
no more toxic for the foetus than for the mother. Even 
when the rabbit mothers were given a dose of salicylate 
which killed one out of four of them, most of the sur- 
vivors’ foetuses also survived. No special liability to 
abortion was found. The hyperpnoea which occurs 
early in salicylate poisoning was observed to precede 
any acid-base change in the blood and to be abolished by 
vagal section. Haemorrhages were not prominent in 
rats and rabbits dying from salicylate poisoning, and 
there was no increase in prothrombin time or in capillary 
permeability to Evans blue. Liver glycogen was 
seriously depleted in acute salicylate intoxication and the 
author suggests that death in salicylate poisoning is due 
to interference with intracellular enzyme activity. 

Geoffrey McComas 


1136. Some Effects of an Acute Toxic Substance 
Formed by. Solution of Methylbis (8-chloroethyl) Amine in 
Water After Injection in Animals 

G. L. Foss. Quarterly Journal of Experimental Physio- 
logy [Quart. J. exp. Physiol.] 34, 279-284, 1948. 


“Unlike mustard gas, which becomes non-toxic on 
standing in water, the nitrogen mustard, methyl-bis- 
(f-chloroethyl)-amine undergoes a chemical change after 
48 hours or more in solution in water and gives rise to a 
new acute toxic action on injection into animals. The 
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12 refs. 


toxic agent so formed is probably methyl hydroxyethy 
ethylenimonium chloride—a quaternary base. The 
solution is heat stable and is only acutely toxic on sub. 
cutaneous or intravenous injection. When administered 
orally, in doses several times larger than those causing 
neurological symptoms on injection, the animals die from 
its effects on the gastro-intestinal tract. In view of the 
use of methyl-bis-(8-chloroethyl)-amine for the treat. 
ment, in man, of Hodgkin’s disease and carcinoma of the 
bronchus, details of the acute toxic action, as investi- 
gated by the author at the Chemical Defence Experi- 
mental Station, Porton, in 1942, are now published. 

The animals studied included rats, rabbits, guinea-pigs, 
goats, dogs, cats, a horse, and monkeys, and a 1% solution 
of the compound in distilled water which had stood for 


over 48 hours was used. The general effect in all 


species was neurotoxic, consisting of partial paralysis 
with muscular incoordination and kinetic tremor. The 
effects varied slightly with the species and the size of dose 
but, in general, could be divided into 3 categories; 
(a) acute neurotoxic symptoms progressing to death 
from respiratory failure within a few hours; (b) acute 
neurotoxic symptoms followed by recovery in 1 to 3 
hours; and (c) acute neurotoxic symptoms followed by 
apparent recovery in a few hours, but terminating fatally 
in 1 to 6 days from systemic nitrogen mustard poisoning, 
A table is given showing, for each species, the dosage 
required to produce these effects. | Malcolm Woodbine 


1137. Hindlimb Reflexes of Chronic Spinal Dogs during 
Cycles of Addiction to Morphine and Methadon 

A. WIKLER and K. FRANK. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) %4, 
382-400, Dec., 1948. 13 figs., 14 refs. 


Dogs were prepared for these experiments by aseptic . 


transection of the spinal cord or by removal of 3 to 5 
mm. of cord—D 10 to 12—under pentobarbitone soluble 
anaesthesia. There was no regeneration. After 3 to 6 
weeks the bladder became automatic, skin ulcers dis- 
appeared, and the dogs were ready. Some have lived 
for 24 years. 

For recording of reflexes and spontaneous movements 
a dog was fixed lying on its side to a board which could be 
clamped in three different horizontal positions. The 
apparatus was arranged to record isotonic linear move- 
ments of the left hind ankle on a kymograph with a 
reduction of 0-63. Before giving morphine or ‘* metha- 
don” (6-dimethylamino - 4 : 4 - diphenyl - heptanone-3) 
reflexes elicited manually were reproducible and spon- 
taneous movements were absent. 

Single doses of morphine or methadon depress 
markedly the ipsilateral flexor and crossed extensof 
reflexes, usually enhance the ipsilateral extensor thrust, 
and have small but variable effects on the knee-jerk. 
After very large doses of morphine (100 to 150 mg. per 
kg.) or methadon (40 to 50 mg. per kg.) tonic and clonic 
convulsions appear in the segments above the transection 
but not below it. 

During addiction, tolerance develops to the depressant 
effects of morphine or methadon but not to the excitant 
effects. As addiction continues, the amplitude and dura- 


ec. 


|| 
| 
an 
wil 
of 
act 
4n 
| 
fev 
oc 
in 
sub 
7 
sol 
acti 
tan 
the 
Ese 
pro 
) the 
mer 
per 
tem 
acti 
T 
of | 
phy: 
pro 
1138 
of E 
A. I. 
Phar 
col.] 
TI 
two 
of th 
acid, 
10m 
was 
extra 
buffe 
oran; 
by ce 
sulph 
was 
The 
a st 
result 
estim: 
Specti 


ee 


sssant 
citant 
dura- 


THERAPEUTICS 277 


tion of the ipsilatefal flexor and crossed extensor reflexes 
are increased before injection. After abrupt cessation of 
morphine or methadon, the ipsilateral flexor and crossed 
extensor reflexes continue to increase in magnitude, while 
the knee-jerk and ipsilateral extensor thrusts diminish. 
Spontaneous rhythmic activity appears in the hind limbs 
as early as 304 hours after withdrawal of morphine and 
9 hours after withdrawal of methadon. The activity 
increases in magnitude and frequency until a peak is 
reached about the 72nd to the 90th hour after morphine 
and about the 24th to the 30th hour after methadon 
withdrawal, after which there is a gradual disappearance 
of activity during 10 to 14 days. However, hyper- 
activity of the ipsilateral flexor reflex may remain for 
4months. At the same time as this spontaneous activity, 
general signs of abstinence appear—restlessness, tremors, 
fever, yawning, vomiting, lacrimation, rhinorrhoea, and 
occasionally diarrhoea. These symptoms reach a peak 
in the same time as the limb movements, but they 
subside more rapidly than the changes in reflexes. 

The effects of other drugs were also studied. Barbitone 
soluble in a dose of 30 mg. per kg. abolished all reflex 
activity. Neostigmine 0-1 to 0-3 mg. per kg. subcu- 
taneously enhanced all hind-limb reflexes and caused 
the appearance of irregular spontaneous movements. 
Eserine in a dose of 0-25 to 0-5 mg. per kg. subcutaneously 
produced spontaneous movements sometimes resembling 
the activity after withdrawal of morphine. The move- 
ments were abolished by subcutaneous morphine (10 mg. 
per kg.) or methadon (5 mg. per kg.). Raising the rectal 
temperature to 40-7°C. had no effect on hind-limb 
activity. 

The data are discussed with reference to the problems 
of loci of action of morphine and methadon, theories of 
physical dependence, and studies of physical-dependence- 
producing liabilities of drugs. Pamela Holton 


1138. Studies on the Toxicity, Distribution and Excretion 
of Emetine 

A. I. Gimsce, C. DAVISON, and P. K. SmitH. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.| 94, 431-438, Dec., 1948. 4 figs., 10 refs. 


The distribution of emetine in tissues was estimated by 
two methods. In the first method 20 ml. of a homogenate 
of the tissue was shaken with 5 ml. of 30% trichloroacetic 
acid, then 5 ml. of five times normal caustic soda and 


10 ml. of ethylene dichloride were added and the mixture . 


was shaken and centrifuged. The ethylene dichloride 
extract was washed with 5 ml. of 0-1 molar phosphate 
buffered at pH 7-5, and shaken with 0-5 ml. of methyl 
orange for 3 minutes. Excess methyl orange was removed 
by centrifuging and aspiration. To 1 ml. of alcoholic 
sulphuric acid in a colorimeter tube 5 ml. of ethylene 
dichloride solution was added and the optical density 
was measured- in a spectrophotometer at 540 my. 
The amount of emetine was determined by using 
a standard curve. In the- second procedure the 
results obtained with the first were compared with 
estimations of emetine by its ultraviolet absorption 
spectrum by means of a Beckman spectrophotometer. 


Agreement of the values obtained showed that the first 
method gave reliable results. 

The LD 50 of emetine for mice was 62+2-3 mg. per kg., 
and for rats 17-2+1-4mg. perkg. Estimation of emetine 
in whole mice showed that 35% of 40-mg. doses remained 
during the period 8 to 35 days after administration. 
When 80-mg. doses were given the same absolute amounts 
remained after 8 days—that is, 17-5°%. The distribution 
of emetine in the tissues of the rat and dog was in the 
order liver >kidney > spleen > lung > brain > heart > 
skeletal muscle. Since the main toxic effect of emetine is 
on the heart, this organ must be particularly sensitive. 
Emetine was not excreted in the urine of rats, dogs, or 
man. Pamela Holton 
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1139. Further Development of: Chemotherapeutically 
Effective Antimony Compounds (*“ Solustibosan ’’). 
(Weitere Entwicklung chemotherapeutisch wirksamer 
Antimon-verbindungen (Solustibosan) ) 

H. Scumipt. Zeitschrift fiir Angewandte Chemie [Z. 
angew. Chem.] 60, 261-263, 1948. 11 refs. 


This paper is of interest since it is a post-war publica- 
tion from research laboratories at Wuppertal-Elberfeld. 
It gives an account of the chemical development of 
various quinquevalent antimony compounds employed in 
the treatment of tropical diseases. Certain stibinic acids, 
in the form of their sodium salts, were first examined for 
trypanocidal action in the mouse and later used in human 
kala-azar. These were: 


I. “stibenyl”, Na 


and 


Polymerized forms, such as [3(CH3.CO.NH.C,H,.SbO,). 
2H,O].5H,0O, and are 
described, as well as “* neostibosan 
(molecular weight 1983.8), and “* solustibosan ”, C,,H,, 
O,,Sb,Na3.9H,O, (M.W. 907.6). The structural formula 
of ‘“solustibosan’’, a compound which was first 
described by Kikuth and Schmidt in 1938 (Arch. 
Schiffs- u. Tropenhyg., 42, 189), is given. 

The percentage content of antimony and the tolerated 
dose of these compounds are as follows: 


° ose in mg. a 

Compound %Sb Tolerated by mg. Sb 
a 20-g. Mouse 

Antimony tartrate... 36°6 0-4 0-15 Sbul 

** Antimosan ”’ 

Stibosan ow 15 4-65 SbVv 

Neostibosan .. 40 16-8 SbV 

Solustibosan .. 64 SbVv 


| 
1 
| 
gy 
7 
ptic 
05 
ible 
06 
dis- 
ived 
ents 
d be 
The 
Ove- 
th a 
*tha- 
ne-3) 
pon- 
>nsor 
rust, 
-jerk. 
per 
Jonic 
ction 


278 


(These results, quoted by the author, were obtained by 
Eicholtz, Wiese, and Kikuth.) 

It is pointed out that although neostibosan has 
enjoyed a favourable reception in the treatment of kala- 
azar and, recently, of filariasis, its chemical production 
is somewhat complicated. In the search for new 
compounds an amino compound has been developed 
and is stated to have a good effect in experimental kala- 
azar in the hamster. R. Wien 


1140. The Blood Group System L. A New Blood 
Group L,. A Case of Epistasy within the Blood Groups. 
[In English] 

P. H. ANDRESEN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 728-731, 
1948. 2 refs. 


A “new” antibody is described whose reactions bear 
an almost completely antithetical relation to the reactions 
given by Mourant’s anti-Lewis serum. The anti-Lewis 
antibody is here called anti-L, and the “ new ”’ antibody 
anti-L,. The following were the reactions given by the 
blood of 238 adult Danes of group O: 46, L, positive 
L, negative; 178 L, negative L, positive; 14, L, and L, 
negative. None was L, and L, positive. Blood of 
group A, does not give the expected frequency of positive 
reactions with anti-L,. Anti-L, was found in the serum 
of a man who had never received a transfusion. [This is, 
for the specialist in blood groups, a most important 
paper and should be consulted in the original.] 

R. R. Race 


1141. The Erythrocyte Turnover During the Neonatal 
Period. Experiments ‘with Elliptocyte Transfusions to 
Newborns. [In English] 

S. HeEDENSTEDT and B. VAHLQuIST. Acta Paediatrica 
[Acta paediatr., Stockh.] 35, 355-363, 1948. 3 figs., 
11 refs. 


The decrease in the number of erythrocytes and in the 
haemoglobin content of the blood shortly after birth may 
be due to increased destruction, or to decreased regenera- 
tion of the erythrocytes, or to both. In an attempt to 
determine which of these factors is the more important, 
the authors used blood from 2 elliptocytics for trans- 
fusion. An average of 14 ml. per kg. body weight was 
injected into the umbilical vein of 8 infants at birth, an 
elliptocyte count being made immediately before and 
after the transfusion and at varying intervals during the 
following weeks. It was found that the elliptocytes 
survived as long in the newly born as in older children. 

As bilirubin is not invariably formed during the 
destruction of haemoglobin, and as it may arise from 
such substances as myoglobin, the authors do not con- 
sider that a raised “* haemolytic index” is a reliable 
measure of blood destruction in the newly born. Simi- 
larly, although in the newly born there is an increase in 
the serum iron level, this again does not necessarily 
indicate increased erythrocyte breakdown; it may be a 
continuation of the hypersideraemia of foetal life, or 
merely due to the fact that the formation of new cells 
does not keep pace with erythrocyte loss. In fact, all 
the phenomena so far regarded as evidence of increased 


PHARMACOLOGY AND THERAPEUTICS 


blood destruction in the newly born miay also be explained 
by decreased regeneration, which is more likely to occur 
since the infant is suddenly deprived at birth of the 
powerful haematopoietic stimulus of hypoxaemia, 
Moreover, the reduced activity of the blood-forming 
tissues is shown by the fall in the reticulocyte count in the 
first week. J. Vernon Braithwaite 
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1142. DDT and * Gammexane ”’ as Residual Insecticides 
Against Anopheles gambiae in African Houses 

R. C. MUIRHEAD-THOMSON. Nature [Nature, Lond.] 163, 
109-110, Jan. 15, 1949. 4 refs. 


Most authorities are agreed that, under African 
conditions, the dramatic fall in the daytime catch of 
mosquitoes in houses treated with DDT is of doubtful 
significance and, in the absence of other tests, may 
give the misleading impression that a high kill of mos- 
quitoes has been achieved. The principal vectors of 
malaria in West Africa, Anopheles gambiae and A. melas, 
when leaving the shelter of native huts at dusk or dawn, 
are strongly attracted to light coming in through window 
and door openings. “This principle was used to design 
a simple mud and thatch African-type hut in which two 
to four paid Africans slept every night. The hut was so 
constructed that while hungry anopheles could gain 
entrance through innumerable small cracks and crevices, 
the only light coming in from outside was through a 
1-ft. square window opening, over which a mosquito 
netting trap-cage was fixed. Mosquitoes attracted to the 
light were directed into a narrowing funnel which led 
through a small opening into the cage. This one-way 
valve idea is essential, as mosquitoes trapped-in the cage 
are attracted once more towards the darkness of the hut 
when bright daylight appears.” 

Using this trap method, the author found that the day- 
time catch of resting mosquitoes inside a hut treated with 
DDT in kerosene remained almost at zero for at least 
2 months after treatment. This result was in accordance 
with the observations of earlier workers, some of whom 
associated this absence of mosquitoes inside the hut with 
freedom from biting and therefore with the elimination of 
malaria transmission. The author of the present paper 
has shown, however, that this is too optimistic a view 
since, although there was almost complete freedom from 
biting during the first week after spraying (a phenomenon 
later shown to be due to the repellent effect of the kero- 
sene which contained the DDT), “ after that time, a 
steadily increasing number of blood-fed A. gambiae 
and A. melas were taken every day in the window-traps. 
Among these anopheles there was no appreciable mor- 
tality in the following 48 hours. Within a few weeks of 
treatment, large numbers of anopheles were feeding 
regularly in the treated huts, were irritated by brief contact 
with the treated walls and roof, and were trapped in the 
window-cage as they attempted to leave the hut.’’ Some- 


what similar results followed the use of DDT dispersible 
powder, but there was no initial period of complete 
protection from biting. 
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In contrast to the unsatisfactory results obtained 
with DDT, gammexane dispersible powder 350 proved 
highly satisfactory when used under similar conditions. 
“As with the DDT experiments, not a single living 
anopheles was found resting in the hut for weeks after 
treatment; but in striking contrast to DDT, not a 
living anopheles was taken in the window-trap up to 
13 weeks after treatment, by which time the falling mos- 
quito population put an end to the experiment. During 
all that time numbers of dead A. gambiae were taken on 
the floor sheet at every collection. Feeding still takes 
place inside the treated hut; but a high proportion of 
A. gambiae are evidently killed before they can bite, 
especially in the first 2 or 3 weeks after treatment.” 

R. M. Gordon 


1143. ‘“*Gammexane’’ and Mosquito Control in the 
Belgian Congo 

G. Davipson. British Medical Journal [Brit. med. J.) 1, 
101-102, Jan. 15, 1949. 


The experiments described in this paper were carried 
out in a large palm-oil plantation in the Belgian Congo. 
The author states that the main species of anopheline 
mosquito concerned in the transmission of malaria is 
Anopheles moucheti, which breeds at the edges of the 
large rivers, but that “‘ there are also a few A. gambiae 
and A. paludis.’”’ The results of salivary-gland dissection 
of these three species of anophelines from treated and 
untreated villages were as follows (U.V.=untreated 
village, T.V.=treated village): 


Dissected Positive | Percentage 


ULV. | T.V. | U.V.| T.V. | U.V.| 


A. moucheti os | 20081 1 |0-4 | 0-05 
A. gambiae re 408 44; 17 0 |417/0 
A, paludis .. Ns 45 12 0 0 |0 0 


[If these figures can be regarded as representative of a 
cross-section of the anopheline population in the area, 
then A. gambiae, in spite of its numerical inferiority, 
must be regarded as playing as important a part in the 
transmission of malaria as does A. moucheti.] 

The mosquito density in the houses before and after 
treatment is being estimated by four different methods, 
including spraying the closed house with a pyrethrum-in- 
kerosene spray and collecting the mosquitoes in sheets 
spread on the floors. The author is of the opinion, 
however, that the estimation of the persistence of the 
insecticide by this last technique alone is unreliable. In 


_addition, parasite and spleen rates have been estimated 


among children in the treated and untreated villages, and 
these, together with the parasite rates among babies born 
during the period, will be re-estimated at the end of the 
year. The best results so far obtained in adult mosquito 
destruction have followed the use of water-dispersible 
powder P530”’, containing 6% of gammexane”’, 
applied at a concentration of 10 mg. of gammexane per 
sq. foot (930 sq. cm.). A more detailed account of the 
work is to be published shortly. R. M. Gordon 
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1144. Evaluation of County-wide DDT Dusting Opera- 
tions in Murine Typhus Control 

E. L. Hitt and H. B. Moran. Public Health Reports ° 
[Publ. Hith Rep., Wash.) 63, 1635-1653, Dec. 17, 1948. 
4 figs., 10 refs. 


Murine typhus is a disease of considerable importance 
in the United States and during the period from 1940 
to 1944 there was an alarming increase in its incidence, 
5,353 cases being reported during 1944. The introduc- 
tion of DDT dusting techniques into existing typhus 
control operations was followed by a general decline in 
murine typhus incidence from 1945 to 1947, but it was 
thought that this decline might have been due to other 
factors. During 1945, therefore, it was decided to carry 
out a comprehensive study to determine whether DDT 
dusting on a county-wide basis would significantly reduce 
the incidence of cases of murine typhus among the human 
population; whether one or more of the rat ectoparasites 
could be controlled; whether there would be any reduc- 
tfn of typhus in the rat reservoir; and whether any 
relation would be found between ectoparasite control 
and incidence of typhus in the rat and human populations. 

The investigations were carried out in two counties 
in South West Georgia, and a third county in the same 
area was used as a control. The observations were 
made on a large scale and, in addition to observations 
on the human population, some 70,000 rats were collected 
from treated and untreated dwellings and were brought 
to the laboratory to be bled and their ectoparasites 
collected, counted, and identified. The very extensive 
data obtained from these sources are described, dis- 
cussed, and analysed by the authors, whose conclusions 
are summarized as follows: 


‘In an area where the probability of rural residents 
acquiring murine typhus fever was equal to or greater than 
that for urban residents, it was found possible to control 
this disease on a county-wide basis. By the county-wide 
application of 10% DDT in pyrophyllite to rat runs and 
harborages, and in the absence of other rodent, rodent 
ectoparasite, or typhus control measures, human murine 
typhus fever incidence was significantly reduced in Thomas 
and Brooks counties, Georgia, as was shown by comparison 
with previous experience in these counties and by concurrent 
comparisons with data from untreated Grady county. DDT 
dusting operations, as executed, disturbed the normal ecology 
of rat and rat ectoparasite populations in a variety of ways 
and by so doing may have contributed to the altered epi- 
demiological picture of murine typhus fever. A significant 
reduction in the prevalence of typhus complement-fixing 
antibodies in the rat populations of the dusted counties 
closely followed and was attributed to the ectoparasite 
control obtained. In contrast with levels observed in an 
untreated county, satisfactory county-wide control of 
Xenopsylla cheopis and Leptopsylla segnis was obtained by 
the countywide DDT dusting operations. Liponyssus 
bacoti and Polyplax spinulosa populations on rats were 
reduced only slightly in the treated counties.” 


R. M. Gordon 


1145. Studies on the Metabolism and Mode of Action of 
DDT 

J. D. Jupan. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 4, 120-131, June, 
1949. 5 figs., 50 refs. 
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1146. Effects of X-ray on Lymphoid and Hemopoietic 
Tissues of Albino Mice 

G. Brecuer, K. M. Enpicott, H. Gump, and H. P. 
BRAWNER. Blood [Blood] 3, 1259-1274, Nov., 1948. 
5 figs., 13 refs. . 


Reports of selective destruction of lymphoid tissue by 
x rays led the authors to carry out a carefully controlled 
examination of batches of white mice (CFW strain), 
exposed to a single 400 r dose of whole-body irradiation. 
The histological findings in red and white blood cells, 
bone marrow, lymph nodes, thymus, and spleen 1, 2, 4, 
7, 10, and 14 days, and 3 and 4 weeks after exposure are 
set out in detail. The findings suggest that the myeloid 
and lymphoid tissues are both markedly inhibited by this 
dose of irradiation and that the granulocyte recovery is 
somewhat more rapid than that of the lymphocytes. 
The selective destruction, however, is insufficient to 
facilitate comparative studies of the functions of these 
types of cells. The reticulo-endothelial system is less 
affected, so that these cells might be studied during the 
first 2 weeks after irradiation. Care must be taken in 
interpreting such results, since the times of myeloid and 
lymphoid regeneration vary considerably from one animal 
to another. H. Payling Wright 


1147. Failure of Rutin to Decrease the Mortality of 
Acute Ionizing Radiation Illness in Mice 

FE. P. Cronkite, D. C. EttzHoxitz, C. R. Sipe, W. H. 
CHAPMAN, and F. W. CHAMBERS. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.| 70, 125-128, Jan., 1949. 2 figs., 
10 refs. 


Rutin, a crystalline rhamnoglucoside of quercetin, has 
been found to be beneficial in the haemorrhagic syndrome 
of acute radiation sickness in dogs. It also accelerates 
healing of skin lesions due to radiation in rats. Increased 
capillary fragility is in some way influenced by this 
substance, especially where there is no deficiency of 
ascorbic acid. An extensive experiment has demon- 
strated that, in mice, mortality from lethal-range doses of 
x rays is not reduced by rutin administration but is 
rather increased. 

Rutin was fed to mice in drinking water (10 to 13 mg. 
per 100 ml.) or in food (20 mg. per 100 g.). Treated 
mice and untreated controls (as many as 400 at a time) 
were subjected to x radiation at 1,000 kV and 3 mA. 
The specially constructed cages were arranged in two 
tiers as segments of a circle of 1 metre diameter. [Full 
details of the cages and their arrangement are given in a 
previous paper.] The average output of the tube was 
31-2 r per minute at the geometric centre of the cages 
104-4 cm. from the target. From cage to cage the 
variation was at most -+-0-5 r. The exposure time was 
22-5 minutes for all mice, the dose being therefore 


70S+11 r.. All mice were weighed daily before and 
after irradiation. 

The clinical signs of radiation illness were identical in 
all mice. A few were selected for necropsy and appear- 
ances were typical. By the 17th day the mortality rate in 
the rutin group was significantly greater than in the 
control group, although at the end of the 28-day observa- 
tion period the mortality rates had reached the same level, 
a little over 40%. There was no significant difference in 
the weight-loss rates in the two groups, the maximum loss 
in weight occurring at 12 to 14 days after exposure. 

The authors point out that, of the many factors in- 
fluencing survival from radiation exposure, capillary 
integrity may not be the critical one. Irradiated animals 
often die with only minor haemorrhage. It is suggested 
that similar investigations be carried out on guinea-pigs, 
whose requirements for maintenance of capillary integrity 
more nearly resemble those of man. T. E. Graham 


1148. The Effect of Roentgen Radiation on the Produc- 
tion of Thoracic Duct Lymphocytes 

W.N. VALENTINE, C. G. CRADDOcK, and J. S. LAWRENCE. 
American Journal of the Medical Sciences (Amer. J. 
med. Sci.] 217, 379-382, April, 1949. 1 fig. 


1149. Surgical Treatment of Radiation Burns 

J. B. Brown, F. Lt, and M. P. Fryer. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.| 88, 
609-622, May, 1949. 22 figs. 


1150. The Effect of Hyaluronidase on the Absorption of a 
Subcutaneously Deposited Radiopaque Substance 

N. Simon and L. Narins. American Journal of Roent- 
genology and Radium Therapy [Amer. J. Roentgenol.) 
61, 91-94, Jan., 1949. 2 figs., 10 refs. 


The hyaluronidase preparation used in this study was 
an extract of bull testis supplied in powder form in the 
strength of 50 turbidity-reduction units per mg., and the 


investigation was carried out on guinea-pigs. It was — 


found that hyaluronidase hastens the absorption of 
water-soluble radio-opaque substances from the sub- 
cutaneous tissues. A. Orley 


1151. A Practical Serialograph for Intracranial Angio- 
graphy 

S. FINEMAN. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.| 61, 324-334, 
March, 1949. 12 figs., 10 refs. 


1152. Further Observations on the Protection Effect in 
Radiation Chemistry 

W. M. Date, J. V. DAvies, and W. J. MerepitH. British 
Journal of Cancer [Brit. J. Cancer| 3, 31-41, March, 1949. 
3 figs., 11 refs. 
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1153. Immediate and Late Results of Intracavitary 
Radium Therapy for Malignant Lesions of the Cervix 

H. H. BowinG. Radiology [Radiology] 52, 1-13, Jan., 
1949. 


This paper is a review of the cases of carcinoma of the 
uterine cervix treated at the Mayo Clinic from 1915, 
when intracavitary radium therapy was first begun, until 
the end of 1944. During this period 3,798 patients 
received radium treatment and 2,246 received both radium 
and x-ray therapy. [The dose is given only in terms of 
milligramme hours and the distribution of the energy 
absorbed in the patient is not stated.] A divided dose 
system (“‘ intensive broken dose ”’) is used, the periods 
between treatments varying with each case; in some 
cases treatment starts with two applications a week. In 
early lesions confined to the cervix, as many as four 
applications a week may be employed. 

In only 2,146 cases was the stage of the lesion recorded. 
Of these, 27 (1-3%) were in Stage I and 394 (18—4%) in 
Stage IV, the remainder in Stages II and III being divided 
into 306 Stage II and 1,419 Stage III lesions, or 80-4% 
in these two stages, which were thought to be difficult 
to distinguish. 

The last section of the paper deals with results of 
treatment. The 5-year survival rates are given according 
to 4-year periods of treatment; there was steady improve- 
ment in the results obtained over the years, and cases are 
classified according to method of treatment adopted and 
stage of the disease. The figures are all given as per- 
centage survivals of the patients traced, with the curious 
result that the 5-year survival-rate for Stage II seems to 
be better than that for Stage I, the figures given for 1,799 
cases being as follows: Stage I, 58-8°% surviving; Stage 
II, 65-3%; Stage Ill, 33-7%; Stage IV, 16:5%. The 
5-year survival rate for all patients traced is 32-8%. No 
absolute survival rates are given, and 218 patients were 
untraced. D. Waldron Smithers 


1154. Probable Trends in the Irradiation Treatment of 
Carcinoma of the Cervix Uteri with the Improved Expand- 
ing Type of Radium Applicator 

E. C. Ernst. Radiology [Radiology] 52, 46-62, Jan., 
1949. 9 figs., 7 refs. 


This paper is a careful study of the problems of 
constructing a single-unit cervical and vaginal expanding 
radium applicator. The applicator designed by the 
authors for this purpose is clearly illustrated. Radiation 
distributions around it are given for varying strengths of 
source, and the advantages claimed for it are as follows. 
From 7 to 9 radium sources can be located within the 
pelvis, set at known distances from each other; the 
distribution of the radiation throughout the volume 
irradiated can be known accurately. Small areas do not 
receive high doses due to slipping of applicators or 
displacement of the uterus. The cervical canal, if dis- 
placed, is brought to a more central position. Insertion 
of the applicator is very simple and rapid, and it is 
therefore ideal for fractionated treatment. The lead- 
filled ends of the radium containers minimize reactions in 


the bladder and rectum. The dose at various parts can 
be varied and the expansion fitted to various sizes of 
vagina. Finally, a more accurate comparison and 
clinical evaluation of the results achieved in relation to 
dosage can be obtained. D. Waldron Smithers 


1155. Radio-sensitization of Thyroid Epitheliomata by 


Aminothiazole (Critical Study). (La radiosensibilisation . 


des épithéliomas thyroidiens par l’amino-thiazol (étude 
critique) ) 

M. DARGENT, J. PAPILLON, and P. Guinet. Journal de 
Radiologie et d’Electrologie [J. Radiol. Electrol.) 30, 
15-21, 1949. 44refs. 


A review is given of six cases of thyroid carcinoma 
treated at the Anti-Cancer Centre, Lyons. The authors 
note the diversity of opinion in the literature on the value 
of radiotherapy for cancer of the thyroid, with special 
reference to the histological typing. They consider the 
differences of opinion to be due to diversity of technique, 
differences in selection of cases for radiotherapy, and 
distinctions between immediate and long-term response 
of the tumour. From the majority of observations 
quoted it would seem that differentiated adenocarcinoma 
of the thyroid is at best only moderately radiosensitive. 

While agreeing that the primary treatment of these 
tumours should be surgical, the authors suggest a new 
method for the treatment of recurrences and metastases 
in this type. The method is based on their conclusion 
that malignant hyperplasia of the thyroid gland (if of a 
differentiated type) will be made more radiosensitive if 
the activity is increased by the administration of a 
synthetic antithyroid substance. The danger is, however, 
that the use of such a substance may stimulate the 
growth of metastases if the latter are present and not 
treated by irradiation. Therefore a careful search must 
first be made for the presence of such metastases before 
treatment, use of radioactive iodine as a tracer being 
more reliable than radiography for this purpose. 

The dose of aminothiazole used is 0-1 g. given 3 to 5 
times daily for 10 to 20 days at the beginning of the 
radiotherapy. Six cases of differentiated adenocarci- 
noma of the thyroid (in 2 of which there were signs of 
hyperthyroidism) were treated by this drug together with 
various techniques of radiotherapy. In 4 cases, remark- 
able regression of the primary lesion or treated metastasis 
occurred, but in 2 cases the development of multiple 


metastases followed on a favourable local effect. In one. 


case there were signs of intolerance one week after 


treatment, consisting of pyrexia, malaise, and cyanosis. . 


Basil A. Stoll 


1156. Treatment of Leukaemias with X-rays. (Die 
Behandlung der Leukimien mit R6ntgenstrahlen) 

A. Voct. Strahlentherapie {Strahlentherapie] 77, 537- 
572, 1948. 8 figs., bibliography. oe 


The author reviews the 356 cases of leukaemia treated 
at the University Hospital and Polyclinic, Tiibingen, in 
the years 1905 to 1944; 198 cases were of chronic mye- 
loid leukaemia. Of this latter group of patients 60% 
were men; 72% of the cases of chronic lymphatic 
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leukaemia were in men. Acute leukaemias occurred 
equally in the two sexes and, like the aleukaemic 
leukaemias, were uncommon in older people. Most 
patients with chronic myeloid leukaemia were between 
40 and 60 and most with chronic lymphatic leukaemia 
between 50 and 69. 

A progressive lengthening of survival periods in chronic 
myeloid leukaemia (from the start of x-ray therapy) of 
13-7 months to 30 months was noted up to 1939, with a 
fall during the following 5 years to 26-3 months. This 
worsening of the prognosis was attributed to difficulties 
of follow-up during the war years with resulting delay in 
the treatment of relapses. Survival in cases of chronic 
lymphatic leukaemia from the start of treatment increased 
from 17-4 months in the first 5-year group to 30-9 months 
in the last group without such a fall as was noted in 
myeloid leukaemia. Total survival time was very 
similar to that in the first group, increasing from 27 
months to 37-6 months. Over the period a reduction in 
the number of deaths in the first year of treatment and an 
increased symptom-free interval was noted. 

This improvement in prognosis was associated with an 
increase of potential from 80 to 180 kV (with filtration) 
and with changes in irradiation methods. Early general 
irradiation of the spleen was replaced by small-field 
irradiation of the spleen and later by homogeneous splenic 
irradiation with posterior and anterior fields given on the 
same day. In the last 5 years myeloid leukaemia has 
also been treated by bone irradiation. Here the prog- 
nosis has been most improved by the increase in potential. 
Patients with chronic lymphatic leukaemia now receive 
total irradiation, which has lengthened survival by 8 
months. Details are as follows: 185 kV, 15 mA, 
180 cm. focus-skin distance, 0-5 mm. Cu. filter; eyes, 
testicles, and ovaries are protected by lead and rubber; 
the total dose is 15 r at 9-day intervals. Local infiltra- 
tions receive doses of 150 to 250 r. The treatment does 
not affect acute leukaemia and overdosage may worsen 
the disease (as may also happen in chronic myeloid 
leukaemia), but irradiation may control symptoms and 
heal local lesions. 

Tables of dosage used in each type of case are given and 
some illustrative case histories are detailed. The treat- 
ment of aleukaemic myelosis is discussed (25 r of homo- 
geneous radiation to the spleen being repeated at 2-month 
intervals). 

The author mentions some of the biochemical changes 
occurring in leukaemias. Adjuvant treatment with 
blood transfusions and liver extract injections is recom- 
mended. The irradiation treatment is controlled by 
monthly studies of erythrocyte sedimentation rate and 
leucocyte count, treatment being stopped when the latter 
reaches 30,000 per c.mm. W. J. Czyzewski 


1157. A Further Survey of Radiation. Sickness with 
Particular Reference to its Treatment by Pyridoxine 

L. M. SHorvon. British Journal of Radiology [Brit. J. 
Radiol.] 22, 49-55, Jan., 1949. 45 refs. 


In a proportion of patients undergoing x-ray therapy 
radiation sickness is of sufficient severity to interfere with 
the treatment planned. It may arise: (1) from the toxic 
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effects of gross tissue destruction; (2) psychologically, 
from association of ideas; (3) from the specific effect of - 
ionizing rays on normal tissues; (4) in particular from 
an effect on intestinal mucosa. Although the site and 
volume of tissue irradiated and the nature of the under- 
lying tumour are known to influence the severity of the 
reaction it is not possible to predict its occurrence for any 
given patient. 

The multiplicity of explanations suggested to account 
for the phenomenon, and the varying lines of treatment 
based on these, are reviewed. These include sodium 
bicarbonate to counteract disturbed acid-base equili- 
brium; high carbohydrate diet for glycogen depletion; 
a cholesterol-lecithin mixture to raise a low cholesterol 
level; intravenous ‘saline for chloride depletion; ‘“ tra- 
sentin”’ for intestinal and sphincter spasm; ‘* benadryl” 
for histamine toxicity and shock ; and amphetamine to 
counteract capillary dilatation. Good or excellent 
results are claimed in a high proportion of cases by the 
various authors concerned, in spite of the different 
methods of treatment adopted. Finally vitamin defi- 
ciency has been held responsible on the ground that rats 
on vitamin-free diets tolerate irradiation badly. Aneurin, 
ascorbic acid, pyridoxine, inositol, riboflavin, nicotin- 
amide, calcium pantothenate, and choline hydrochloride 
have all been used prophylactically. However, the 
intrinsic cause of radiation sickness remains unknown. 

Pyridoxine, first given in 1942 for nausea and vomiting 
during pregnancy with success, has been used for radia- 
tion sickness since July, 1945, by the author with good 
results. It may be given orally as tablets, 50 to 100 mg, 
daily, or intravenously in doses of 100 mg. once a week 
or more in severe cases. Further it stimulates leuco- 
cytosis—a useful effect in patients undergoing x-ray 
therapy—and has therefore been used for agranulocytosis 
of various typés. It has also been found to induce a 
sense of well-being, which counteracts the depression and 
lassitude which often accompany or follow irradiation. 

In a series of 69 cases of radiation sickness, complete 
relief of symptoms was obtained in 63-8°%, marked relief 
in 26-1%, and no appreciable effect in 10-1%. These 
results are in accordance with those obtained by other 
workers, A. W. G. Goolden 


1158. Intravaginal Roentgen Therapy in Cancer of the 
Cervix Uteri 

G. H. Twomsiy and J. A. CHAMBERLIN. Radiology 
[Radiology] 52, 14-25, Jan., 1949. 8 figs., 19 refs. 


The authors review the work done at the Memorial 
Hospital, New York, on the use of radium and x rays in 
the treatment of carcinoma of the cervix. From 
January, 1943, all cases were subdivided into two groups 
designed each to contain as nearly as possible an equal 
distribution of early and advanced lesions. External 
irradiation was given in all cases, and all received 
3,000 millicurie-hours of radon in a cervical applicator. 
One group, however, received as further treatment 
* approximately 3,000 mc. hr. from parametrial radon 
needles ’’ and the other x-ray therapy through special 
vaginal cones. The needle technique was abandoned as 


being dangerous and ineffective after two years, and the 
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present communication deals with the 130 cases treated 
by the intravaginal x-ray method. 

From 1943 to 1945 four treatments of 500 r each 
(2,000 r) were given directly to the cervix through a 4 cm. 
field, and four treatments of 750 r (3,000 r) were given at 
an angle of 30 degrees to each lateral fornix through a 
3 or 5 cm. field. The treatment was given at 120 kV 
three times a week for an over-all period of one month. 

The intravaginal treatment was given at the same time 
as divided doses of x rays externally, and was followed 
by intracervical application of radium. After 1945 the 
dose and the number of treatments were slightly increased, 
and lesions in stages III and IV were treated at 250 kV. 
Lately nearly all the patients have been treated with x rays 
at 250 kV, and the dose to each of the three intravaginal 
portals has been raised to 4,500 r and in some cases 
5,000 r. The three-year results are given for 104 of the 
113 patients; 36°5%% were alive and free of signs of 
disease after three years. 

The authors now believe that the intracervical appli- 
cator cuts down the amount of x-ray therapy that can be 
given through the intravaginal cones and that its use is 
best omitted. D. Waldron Smithers 


1159. Review of Ten Years Experience with Trans- 
vaginal Roentgen Therapy 

R. M. Cautk. Radiology (Radiology) 52, 26-33, Jan., 
1949. 3 figs., 1 ref. 


The author has continued the work on transvaginal 
x-ray therapy started by Merritt. He reports on his 
experiences with transvaginal x-ray therapy from 
October, 1936, to December, 1946; 346 cases were 
treated, 202 of which, treated before 1943, were available 
for analysis of 5- to 10-year results. Nine cases were 
untraced and omitted. Some additional forms of 
treatment—external irradiation and also local radium— 
were given. 

The survival rates are grouped according to the method 
used, the absolute survival rate being 35%. The tech- 
nique of treatment is described, “ perspex *’ applicators 
being used with a single direct field and a daily dose of 
800 r, the total dose varying from 5,000 to 8,000 r. Both 
220 and 140 kV are used. Divergence of the beam 
allows fields of varying size at the level of the cervix to be 
treated. These vary from 4:3 to 6-2 cm. The chief 
complication seems to be bowel reaction, nearly all 
patients having some degree of diarrhoea. 

D. Waldron Smithers 


1160. Place of Deep External X-ray Irradiation in the 
Treatment of Carcinoma of the Cervix by Long Element 
Needles 

G. W. WATERMAN and W. A. Reip. Radiology [Radio- 
logy] 52, 34-40, Jan., 1949. 2 figs., 6 refs. 


In the method of treatment of carcinoma of the cervix 
described long paracervical and parametrial radium 
needles are employed and a course of external x-ray 
treatment is given 9 to 12 weeks later. Of 433 cases seen 
between 1933 and 1942, 113 were treated primarily with 
radium needles alone and 234 with radium needles and 


additional x-ray therapy externally. The five-year 
survival rate in this group of 347 cases was 44:-4%. Of 
49 cases treated by other methods, 21 had treatment 
elsewhere and 16 were too advanced for any treatment. 
The absolute five-year survival rate for the whole group 
was 38-8%. 

It is concluded that the survival rate in stage I and stage 
II cases is better when external x-irradiation is not used. 
There is also a lower incidence of complications. It is 
thought that the needling provides a full ‘* cancericidal 
dose’ in these cases. With the authors’ method of 
needling, the dose is 15,000 r in the immediate vicinity of 
the cervix but is only 1,000 r on the lateral pelvic wall; 
an improvement in results was obtained when x-ray 
therapy from without was added in the later cases. 

D. Waldron Smithers 


1161. Carcinoma of the Cervical Stump 
W. E. Costotow. Radiology [Radiology] 52, 41-45, 
Jan., 1949, 7 refs. 


The incidence of cancer of the cervical stump is 
difficult to determine but is probably from 1 to 2%. In 
some radiological institutes it is naturally higher and in 
the present series it was 8% (165 cases). In 63 of these 
cancer had occurred in the first 2 years after supravaginal 
hysterectomy, and probably not all of these should be 
classified as cases of true carcinoma of the cervical 
stump. 

The case for subtotal and total hysterectomy in 
treatment of benign conditions of the uterus is discussed, 
and ‘a total hysterectomy is regarded as the only really 
satisfactory operation. In the series of true cervical 
stump carcinomata the average time between the sub- 
total hysterectomy and the development of cancer was 
6 years. In those cases in which it occurred during the 
first year, it was regarded as having been present at the 
time of operation. 

Radium and x rays were used in combination in the 
treatment of practically all cases. Two treatments at 
2 weeks’ interval were given by radium, and x-ray treat- 
ment was given externally immediately afterwards, at 
450 to 500 kV. Eighteen patients were eliminated from 
the 165 because they had been treated elsewhere. Ten 
patients lost sight of were classified as dead. The 
5-year survival rate was 32:5%, and 30-5% of patients 
were alive without evidence of disease. Of the 35 patients 
who survived 5 years or longer without disease, 11 lived 
for from 6 to 10 years and 6 survived for from 20 to 25 
years. D. Waldron Smithers 


1162. Studies on Clinical and Pathological Aspects of 
Reticulosarcomatosis, Especially on the Difference in 
Radiosensitivity and Prognosis of Various Histopatho- 
logical Types 

K. TUKAMOoTO. Japanese Medical Journal [Jap. med. J.] 
1, 192-197, June, 1948. 16 refs. 


The author lists 348 cases of sarcoma seen at the 
hospital of the Cancer Institute of Tokyo from 1934 to 
1944, and discusses 110 of those diagnosed as reticulo- 
sarcoma. These are divided into four types: the 
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immature or undifferentiated type, the mature or fibro- 
genic type, the polymorphocellular type, and the mixed 
** reticulo-lympho ”’ type. He states that the immature 
and mixed “ reticulo-lympho” types, though highly 
radiosensitive, tend to occur in an acute form and to 
become generalized. Many neoplasms of the mature 
type remain localized for a considerable period and 
metastasize slowly. With these there is a better chance of 
cure with radiotherapy, despite their less’ dramatic 
response. He concludes that it is the multicentric 
nature of some types which determines the gravity of the 
prognosis, and the localized nature of others which 
determines the less serious nature of the prognosis, 
despite their increased radioresistance. 
D. Waldron Smithers 


1163. Irradiation of the Diencephalon and Hypophysis in 
Hyperthyroid Syndromes. (L’irradiazione diencefalo- 
ipofisaria nelle sindromi ipertiroidee) 

R. Liscia. Radiologia Medica [Radiolog. med., Torino] 
35, 297-307, April, 1949. 12 refs. 


1164. Action of X-ray Therapy of Epiphyses on Meta- 
bolism of Water, Lipids, and Proteins (Cure of Diabetes 
Insipidus and Lipoid Nephrosis). (Azione della ront- 
genterapia delle epifisi ossee sul ricambio idrico, lipoideo 
e protidico. (Cura del diabete insipido e della nefrosi 
lipoidea) ) 

P. Cicoutnt. Radiologia [Radiologia, Roma] 5, 25-34, 
Jan.—March, 1949. 12 refs. 
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1165. The Value of Angiocardiography in Establishing 
the Diagnosis of Pericarditis with Effusion 

R. G. WILLIAMS and I. STEINBERG. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.| 61, 41-44, Jan., 1949. 3 figs., 11 refs. 


Angiocardiography, carried out in 4 patients suffering 
from pericarditis with effusion, demonstrated a charac- 
teristic shadow caused by the pericardial fluid surround- 
ing the opacified cardiac chambers. The fluid shadow 
could easily be differentiated from normal or hyper- 
trophic cardiac walls. A. Orley 


1166. A Rapid Method of Roentgenologic Examination 
of the Small Intestine. A Preliminary Report — 

S. WEINTRAUB and R. G. WILLIAMS. American Journal 
_ of Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.] 61, 45-55, Jan., 1949. 5 figs., 4 refs. 


The authors found that iced water given after a barium 
meal produces a marked acceleration of the movement of 
the meal through the small intestine (through relaxation 
of the pylorus) and that a barium meal prepared with 
normal saline passes through the small intestine more 
rapidly than a meal prepared with water. Patients were 
therefore given a barium meal prepared with normal 
saline, followed immediately by an iced normal saline 
drink, and its progress was examined radiologically. In 
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91% of 235 normal subjects thus examined the head of 
the meal reached the caecum in one hour or less. The 
entire small intestine was delineated satisfactorily and the 
normal mucosal pattern was not disturbed. In 46 cases 
in which a lesion of the small intestine was present the 
method has proved as good as, and in some cases even 
better than, the usual method for demonstrating such 
lesions. A, Orley 


1167. Notching of Ribs Without Coarctation 
P. BATCHELDER and R. J. WILLIAMS. Radiology [Radio- 
logy] 51, 826-830, Dec., 1948. 4 figs., 3 refs. 


The authors report a case in which there was notching 
of the left Sth, 6th, 7th, and 8th ribs in the absence of 
coarctation of the aorta, associated with Fallot’s tetralogy 
and cystic disease in the left upper lobe. Histological 
study of the affected arteries revealed no evidence of 
congenital weakness or developmental anomaly to 
account for the unusual distribution. L. G. Blair . 


1168. Lumbar Intervertebral Disc Protrusion Contra- 
lateral to the Side of Symptoms and Signs. Myelographic 
Verification in Two Cases 

J. P. MurPHy. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 61, 77-79, Jan., 
1949. 2 figs., 3 refs. 


Two cases of lateral protrusion of the disk on the side 
opposite to the symptoms and signs are reported. In 
both cases myelography enabled an accurate approach 
to be made to the prolapsed disk, which might have been 
missed had the operation been undertaken on the basis 
of clinical findings only. A. Orley 


1169. Convolutional Markings in the Skull Roentgeno- 
grams of Patients with Headache 

L. M. Daviporr and H. Gass. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
61, 317-323, March, 1949. 4 figs., 16 refs. 


1170. Radiological Signs of Polycystic Disease of the 
Kidneys. (Les signes radiologiques de la maladie poly- 
kystique des reins) 

R. Hicket and P. Cornet. Journal de Radiologie et 
d’Electrologie [J. Radiol. Electrol.| 30, 113-124, 1949. 
21 figs., 16 refs. 


1171. Symposium on Angiocardiography. I. Introduc- 
tion. II. Technique. III. Examination of the Right 
Heart and Pulmonary Circulation. IV. Aortic Affections 
and Mediastinal Tumours. V. Congenital Heart Disease. 
(L’angiocardiographie. I. Introduction. II. Tech- 
nique de l’angiocardiographie. III. L’exploration du 
coeur droit et de la petite circulation par l’angiocardio- 
graphie. IV. Les affections de l’aorte et les tumeurs du 


médiastin. V. Les cardiopathies congénitales) 

M. Mouaguln, J. FEFFER, P. TROYER-ROZAT, M. DURAND, 
P. Y. Hatt, and J. PrEQUET. 

Semaine des Hépitaux de Paris [Sem. Hép. Paris] 25, 
1793-1823, June 6, 1949. 21 figs., bibliography. 


Pathology 


1172. Amyloidosis in Horses Producing Immune Sera. 
(06 amunougose y HMMYHHEIX 
CBIBOPOTOK) 

A. M. Apxus Ilaronorunu [Arkh. Patol.] 10, 
No. 5, 55-57, Sept.—Oct., 1948. 


Experience showed that every horse producing immune 
serum died from peritoneal haemorrhage after rupture of 
the liver caused by amyloid degeneration. This occured 
after 10 to 50 months of continuous immunization, 
despite the healthy appearance of the horses. 

An extensive study was carried out on post-mortem 
material from 120 horses which died from amyloidosis. 
Regression of amyloidosis was studied in horses no longer 
used for the production of serum. The rate of dis- 
appearance of Congo red from the serum of normal and 
affected horses was also investigated. The test was 
carried out as follows: 100 to 120 ml. of 1% Congo red 
was injected into the left jugular vein. Four minutes 
later about 7 ml. of blood was withdrawn from the 
opposite jugular vein, and this was repeated every 10 
minutes for one hour. The blood samples were allowed 
to clot, and the amount of Congo red was determined 
colorimetrically. The serum of healthy horses contained 
60 to 80% of the dye after 30 minutes, and 50 to 55% 
after one hour, but in horses with amyloidosis of the liver 
no trace of the dye was present after 30 minutes. Horses 
in which Congo red disappeared after 30 minutes died as a 
tule within 6 to 8 weeks from the time of this observation. 
If such horses were given full rest, they recovered 
completely. The findings in the Congo red test gradually 
improved and became normal after about 6 to 12 months. 

The cause of amyloid degeneration in horses producing 
immune serum is unknown, but mere withdrawal of 
blood has nothing to do with it, since horses used for the 
production of normal serum did not develop this condi- 
tion. Injection of sterile broth alone over 18 months was 
also harmless. It is thought, therefore, that the forma- 
tion of deep abscesses after frequent injections of antigen 
may be the cause. This, however, has not yet been 
proved experimentally. J. Flaks 


1173. Polarographic Analysis of Normal and Patho- 
logical Sera 

A. M. Rosinson. British Journal of Cancer [Brit. J. 
Cancer] 2, 360-368, Dec., 1948. 4 figs., 6 refs. 


An account is given of the application of Brdicka’s 
polarographic test for pathological sera to the examina- 
tion of 300 sera. The sera were obtained from normal 
subjects of both sexes, from patients with various neo- 
plasms or with other forms of disease, and from patients 
undergoing treatment for cancer. The maximum value 
given by normal sera was taken as representing the upper 
limit of normality. Most of the sera from patients 
suffering from neoplasms of various organs or from 


patients with generalized malignant conditions such as 
Hodgkin’s disease gave values which were considerably 
higher than the upper limit of normal. In sera from 
cases of carcinoma of the prostate, values returned to 
normal after treatment with oestrogens. Sera from 
patients suffering from infection or inflammation, espe- 
cially pulmonary tuberculosis, showed very high values. 
Final diagnosis was usually made only after serial exami- 
nation of sera at intervals varying from a week to a 
month. 

According to the author, polarographic examination of 
sera from suitably selected cases may be of help in 
diagnosis, and in the assessment of the progress of 
treatment of certain types of cancer at least. 

L. Dmochowski 


1174. Pathological Physiology of Excessive Heating 
by Irradiation. I. Circulation and Respiration. (Zur 
pathologischen Physiologie der Uberhitzung durch 
Strahlung. I. Kreislauf und Atmung) 

P. SCHGLMERICH. Archiv fiir experimentelle Pathologie 
und Pharmakologie {Arch. exp. Path. Pharmak.] .205, 
441-455, 1948. 7 figs., 31 refs. 


Excessive heating of the skin of abdomen and thorax 
in cats and pigs by irradiation with a 500-watt lamp at a 
distance of 20 cm. caused considerable acceleration of 
respiration, rise in body temperature, and increase in 
pulse rate and blood pressure. The rise in respiration 
rate led to diminution of carbon dioxide in the blood 
(hypocapnia) and collapse. The acceleration of respira- 
tion cannot be explained by the rise in. body temperature 
alone, since it started before the latter. Acceleration of 
respiration and collapse were arrested by injection of 
“*pernocton”’; therefore they were apparently caused by 
sensory irritation of the skin due to the irradiation. 
Narcotics are recommended for treatment of this first 
phase after burns (Wilson’s “‘ primary shock ”’). 

O. Neubauer 


1175. Pathological Physiology of Excessive Heating. 
II. Formation of Internal Substances with an Action on 
the Circulation. (Zur pathologischen Physiologie der 
Uberhitzung II. Die Bildung kreislaufwirksamer, k6ér- 
pereigener Stoffe) 

P. ScH6tmericu. Archiv fiir experimentelle Pathologie 
und Pharmakologie [Arch. exp. Path. Pharmak.] 205, 
456-469, 1948. 4 figs., bibliography. 


Normal blood is known to contain histamine or a 
histamine-like substance giving a positive test with 
guinea-pig ileum. Blood of cats or pigs exposed to heat 
irradiation leading to collapse gave a decreased histamine 
effect; it even inhibited the effect of added histamine. 
“ Antergan”’, a drug checking the effects of histamine, 
did not influence the symptoms or signs in the animals. 
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Therefore the collapse after heat irradiation cannot be 
caused by histamine, but may be caused by an adenylic 
compound in the blood. The excessive heating caused 
damage of the underlying organs, coagulation of proteins, 
and electrocardiographic changes. Loss of plasma does 
not play an important part in the collapse occurring in 
the first phase after burning. For treatment in the first 
phase morphine is recommended, in the second phase 
transfusion of plasma. O. Neubauer 


1176. Studies on the Mechanism of Leukergy. Some 
Observations on the Phenomenon of Leukergy in Obstetrics 
and Gynaecology. Physiopathology of Leukergy. (Z 
badan nad mechanizmem leukergii. Spostrzenia nad 
zjawiskiem leukergii w poloznictwie i chorocbah kobie- 
cych. Pfzyczynek do fizjopatologii leukergii) 

L. Fieck, Z. MURCZYNSKA, A. KWIATKOWSKI, and M. 
ELIASZEWICZ-BRANICKA. Roczniki Uniwersytetu. Marii 
Curie-Sktodowskiej [Roczn. Univ. Marii Curie-Sktodow- 
skiej| 3, 181-236, 1948. 16 figs., 28 refs. 


In various inflammatory processes leucocytes show in 
citrated blood a tendency to aggregate into groups which 
are cytologically almost uniform, that is, the cells form 
groups consisting mainly of leucocytes, lymphocytes, or 
monocytes. This phenomenon has been called leukergy. 
Its main characteristics are: (1) The phenomenon is 
connected with some feature of the cells and not of the 
plasma; “ leukergic”’ cells aggregate in normal plasma 
as well as in their own plasma. Normal cells do not 
clump in the plasma from “ leukergic’’ blood. (2) The 
clumps disappear when the citrated blood is heated to 
46° C. and also in saline concentrations greater than 2%. 
(3) In most cases only the neutrophils clump, but some- 
times lymphocytic aggregations are chiefly visible. 
(4) Blood platelets participate regularly in the clumping 
of leucocytes but not of lymphocytes. Nevertheless in 
animals after injection of antiplatelet serum, leukergy was 
shown even during the phase of maximal thrombocyto- 
penia. 

Heparin seems to produce leukergy in vitro as well as 
in vivo. The authors believe that heparin plays an 
important part in the mechanism of leukergy. In normal 
pregnancy leukergy regularly appears from the fourth 
month of pregnancy till the fourth month after delivery. 
Systematic investigations of leukergy in various diseases 
have been initiated. [For technical details the original 
papers should be consulted.]} J. H. Czekalowski 


See also Pharmacology and Therapeutics, Abstract 1111. 


1177. The Phase-contrast Microscope and its Application 
to Pathological Cytology. (Le microscope a contraste 
de phase et son utilisation en cytologie pathologique) 

P. Dustin. Acta Clinica Belgica [Acta clin. belg.} 4, 
70-86, Jan.—Feb., 1949. 3 figs., 34 refs. 


1178. Radioiodine in the Study and Treatment of Thyroid 
Disease: A Review 

M. P. Ketsey, S. F. Haines and F. R. KEATING. Journal 
of Clinical Endocrinology [J. clin. Endocrinol.| 9, 171-210. 
Feb., 1949. 15 figs., bibliography. 


1179. A Rapid Imbedding Technic for Histologic 
Sections Employing a Water Soluble Wax 

H. BLank. Journal of Investigative Dermatology [J. 
invest. Derm.] 12, 95-99, Feb., 1949. 6 figs., 3 refs. 


1180. Influence of Methylthiouracil on the Suprarenal 
Capsule. (Influenza del metiltiouracile sulle capsule 
surrenali) 

P. Li Vott. Archivio per le Scienze Mediche [Arch. Sci. 
med. 74, 76-85, Jan., 1949. 5 figs., bibliography. 
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1181. In vitro Studies of a Growth Inhibitory Fraction 
Obtained from Adult Sheep Cardiac Muscle 

R. S. HOFFMAN, J. A. DINGWALL, and W. DEW. ANprRUus. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 69, 364-366, Nov., 


‘1948. 12 refs. 


Finely minced sheep cardiac muscle was extracted 
with acetone in the cold. After evaporation of the 
solvent, the residue was lyophilized and dissolved in 
10 volumes of Tyrode’s solution. To third-passage 
cultures of chicken-heart fibroblasts was added 0-5 ml. 
of this solution. Over 2 to 4 days there was marked 
inhibition of growth as compared with cultures to which 
Tyrode’s solution alone had been added. After washing 
with Tyrode’s solution and transfer to new medium the 
inhibited cultures achieved a normal rate of growth. 
Complete cessation of growth was caused by the addition 
of the extract to cultures of a mouse (C3H) breast tumour. 
In various dilutions it also inhibited the growth of tubercle 
bacilli (in ‘* tween-albumin’’ medium and oleic acid 
medium), streptococci, staphylococci, and Bacterium 
coli. G. Calcutt 


1182. Bodily Reactions to Trauma. A Possible Role of 
Nucleotides in Cardiac Ischaemia 

H. B. Stoner, H. N. Green, and C. J. THRELFALL. 
British Journal of Experimental Pathology (Brit. J. exp. 
Path.] 29, 419-446, Oct., 1948. 18 figs., 42 refs. 


The authors have previously shown that fragments of 
the nucleotide molecule are liberated from voluntary 
muscle after ischaemia. Their original purpose in the 
present work was to determine whether similar changes 
follow ischaemia of cardiac muscle, but their interest 
eventually centred on.the biochemical basis of the 
electrocardiographic changes associated with cardiac 
ischaemia. 

Occlusion of the left coronary artery of the perfused 
rabbit heart for one hour led to the partial breakdown of 
fully phosphorylated nucleotides, such as adenosine 
triphosphate, to lower members of the series, but without 
the loss of any parts of the molecule from the cell. Thus 
the-adenosine, pentose, and phosphate totals remained 
unchanged but the amount of ‘‘ 7-minute phosphorus ” 
declined and that of inorganic phosphorus increased 
correspondingly. These changes were in part reversible 
after the termination of ischaemia. 

The most important electrocardiographic change in 
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cardiac ischaemia is displacement of the ST segment, and 
this effect was reproduced by topical application of certain 
substances to the perfused non-ischaemic heart. Active 
substances were: adenine nucleotides, acetylcholine, 
histamine, sodium orthophosphate and pyrophosphate, 
K+, and Ca++. Acetylcholine and histamine were 
probably active as vasoconstrictors, for their respective 
antagonists inhibited the electrocardiographic changes 
due to these substances yet were without effect on the ST 
displacement of coronary occlusion. The action of 
adenosine di- and tri-phosphates was antagonized by 
magnesium ions, which also restored the ST segment to 
the isoelectric level during coronary occlusion. Mg++ 
did not alter the effect of phosphates, K+, or Ca++. 

The application of adenine nucleotide to one surface of 
a sheet of muscle (voluntary or cardiac) produced a 
potential difference across the muscle of an order of 
magnitude which could account for the electrocardio- 
graphic changes. A similar effect was obtained with 
inorganic pyrophosphate and orthophosphate but not 
with adenosine. 

The authors conclude that displacement of the ST 
segment after coronary occlusion is due to the liberation 
of free phosphate groups formed in the breakdown of 
nucleotides. The alteration in the balance of charges 
about the cell membrane thus produced displaces the ST 
segment from the isoelectric level. Martin Hynes 


1183. Pathogenesis of Renal Lesions in Weanling and 
Young Adult Rats Fed Choline-deficient Diets 

W. S. Hartrort. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 29, 483-494, Dec., 1948. 
37 figs., 32 refs. 


After a review of previous studies of the fulminating 
haemorrhagic necrosis of the kidneys produced in 
weanling rats given a choline-deficient diet, the author 
describes the histological development of the lesion, 
illustrating his description by 37 photomicrographs. 
Weanling rats were killed in groups of 9 daily for 7 days. 
From the second to the fifth days there was found a 
striking swelling of the proximal convoluted tubular 
epithelial cells, sudanophilic droplet formation at the base 
of these cells (glycerides of fatty acids), increased 
diameter and diminished lumen of these tubules, and a 
constantly associated decrease in the lumen of intervening 
capillaries (revealed by india-ink perfusion and cleared 
300 frozen sections). From the fifth to the seventh days 
groups of necrotic tubules corresponding to areas of 
complete capillary ischaemia in the periphery of the 
lobules alternated with grossly fatty tubules in central 
areas of the lobules surrounded by a patent capillary 
plexus. Further experiments showed that neither 
subcutaneous daily injections of 1 mg. of. atropine 
sulphate nor previous bilateral renal decapsulation 
protected the kidneys from the development of necrosis. 
Rats weighing 150 g., on the same diet for periods up to 
7 months, showed tubular fatty change without swelling, 
no reduction of capillary lumen, and eventually a patchy 
tubular atrophy. The author considers the spreading 
patchy renal necrosis in the weanling rats to be ischaemic 
in origin and to result from local capillary compression 


by the exaggerated “‘ cloudy swelling” of the proximal 
convoluted tubules. This tubular obstruction of capil- 
laries (termed TOC) he suggests as a possible mechanism 
in those cases of toxic cortical tubular renal necrosis 
unaccompanied by involvement of glomeruli which are 
seen occasionally in infections, inorganic poisoning, 
jaundice, and diabetes. I. Doniach 


1184. Absorption of Aortic Atherosclerosis by Choline 
Feeding 

L. M. Morrison and A. Rosst. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 283-284, Nov., 1948. 4 refs. 


In this study 44 adult male rabbits were fed individually 
for 184 days on “ purina chow” containing 0-5 g. 
cholesterol per rabbit per day. At the end of this time 
they were divided into two groups: the animals (21) in 
one group were then fed on purina chow without 
cholesterol for a further 185 days; those in the other (23) 
on purina chow with 1 g. choline per rabbit per day for 
the same period. At necropsy all the animals fed during 
the second period on diet without choline had some 
degree of atherosclerosis; of those fed on the diet with 
added choline 74% were free from atherosclerosis, and 
the degree of atherosclerosis in the other 26% was much 
less than that in the controls. C. L. Oakley 


1185. Inhibition of Mitotic Poisoning by meso-Inositol 
E. CHARGAFF, R. N. STEWART, and B. MAGASANIK. 
Science [Science] 108, 556-558, Nov. 19, 1948. 2 figs., 
9 refs. 


meso-Inositol will inhibit the metaphase arrest and 
tumour formation induced in roots of Allium cepa by 
colchicine and gammexane” (y-hexachlorocyclo- 
hexane). This effect appears to be specific, since 
p-inositol and p-sorbitol are inactive in this respect. 
Mitotic counts were made of smear preparations of 
roots, and the authors adopted as their criterion of 
metaphase arrest the occurrence of chromosomes which 
were split but still attached at the centromeres. 

Because it is chemically similar, gammexane might be 
suspected of acting as a biological antagonist to meso- 
inositol, but colchicine can be excluded from such con- 
siderations. It is suggested that the cellular component 
with which both colchicine and gammexane interfere is 
not meso-inositol itself, but a substance to which it gives 
rise and the formation of which is prevented by these 
mitotic poisons. R. J. Ludford 


1186. Morphologic Changes in the Organs of Female 
C3H Mice After Long-term Ingestion of Thiourea and 
Thiouracil 

A. J. DaLTon, H. P. Morris and C. S. Dusntk. Journal 
of the National Cancer Institute [J. nat. Cancer Inst.] 9, 
201-223, Dec., 1948. 18 figs., 25 refs. 


This is a study of the effect on female C3H mice of: 
(1) long-continued feeding with thiourea (21 mice 11 
months old received 0:25% of thiourea in the diet for 13 
weeks, followed by 0-375% for periods up to 63 weeks); 
(2) long-continued ingestion of thiouracil by younger 


mice (143 mice of average age 10 weeks received 0:375% . 
of thiouracil in the diet, later increased to 0-5%) until 
death. Control mice were fed on the basal diet only. 
A detailed description is given of the microscopical 
changes in many of the organs. Early in the experiment 
there was thyroid hyperplasia, consisting in collapse of 
the follicles, loss of colloid, and hypertrophy of individual 
epithelial cells, together with increase in size and decrease 
in basophilia of the nuclei; later, there was a tendency to 
return to a more normal appearance. Pulmonary 
metastases of thyroid tissue were observed in 10 animals, 
without evidence of neoplasia in the thyroid gland itself. 
The lesions were regarded as “ benign metastasizing ”’ 
thyroid tissue. Pituitary changes consisted in degranula- 
tion of acidophil cells, with a decrease in size and number 
of the « cells. Numerous large f cells were seen, but 
* thyroidectomy basophils ”” were found only in mice fed 
for long periods with thiouracil. All these changes were 
regarded as the direct result of reduced thyroxine output. 
The effects on the reproductive system, such as cessation 
of oestrus, were suggestive of a decrease in pituitary 
gonadotrophin. A curious hyaline degeneration of 
small vessels was noted and there were stones in the 
bladder in some animals. G. M. Bonser 


1187. The Neoplastic Potentialities of Mouse Embryo 
Tissues. IV. Lung Adenomas in Baby Mice as Result of 
Prenatal Exposure to Urethane 

W. E. SmitH and P. Rous. Journal of Experimental 
Medicine [J. exp. Med.] 88, 529-554, Nov., 1948. 23 
figs., 32 refs. 


Strain C mice in the second half of pregnancy received 
from 1 to 6 daily injections of 0-3 ml. of a 10% solution 
of urethane in 0-9% saline on consecutive days, starting 
from the 12th day of pregnancy or later. Some were 
killed on the 18th, 20th, or 21st day of gestation to 
obtain lung tissue from embryos. Lung tissue of 1-day, 
3-day, 10-day, and 60- to 70-day-old mice was also 
examined for adenomata. Serial sections were stained 
with methylene blue and eosin. This combination of 
stains made the adenomatous tissue, which stained blue, 
stand out from the surrounding parenchyma, which 
stained purplish-pink. 

Lung adenomata were found in 21 out of 80 mice 
60 to 70 days old, born of mothers treated with urethane. 
The adenomata averaged 1 mm. in diameter, and in some 
mice 2 or 3 were present. In 97 control mice 60 to 100 
days old no adenomata were observed. They were 
found in 10 out of 16 10-day-old offspring from female 
mice treated with urethane; there were none in 16 
controls. Three out of 10 3-day-old mice had easily 
recognizable adenomata, and 3 others showed early 
stages of these growths. Adenomata were not seen in 
10 mice killed 24 hours after birth, or in 14 embryos 18 


to 20 days old. Similar results were obtained with 


pregnant Strong A mice injected with urethane. The 
period at which the injections weie given, and the 
number of injections, did not influence the incidence of 
adenomata. The presence or absence of adenomata in 


mothers after treatment with urethane had no influence 
on the appearance of these growths in their progeny. 
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The adenomata induced in young mice are considered 
to be of primary origin and not the result of any in- 
flammation in the pulmonary tissue. In general, they 
resembled those developing spontaneously in adult mice 
of strain C or induced in adult Strong A mice with 
urethane or methylcholanthrene but differed in detail, 
All adenomata in young mice were derived from alveolar 
elements and had no connexion with bronchial epithe- 


lium. In 14 mother animals, of which 10 developed 


adenomata, growths were composed of elements re- 
sembling epithelium lining the small bronchioles. The 
adenomata of 10-day-old mice showed a large number of 
mitoses, an uncommon occurrence in this type of growth, 
and consisted of actively multiplying cells undergoing 
little differentiation. The adenomata of mother animals 
consisted of differentiated cells with few mitoses and were 
only half the size of adenomata in 60- to 70-day-old 
mice, in which also few mitoses were found. 

The authors consider the adenomata induced in young 
and adult as well as in mother animals to be true neo- 
plasms. The rapid development of adenomata in the 
lungs of young mice is taken to be the result of the 
action of urethane on rapidly developing cells of young 
mice. The gradually increasing size of tumours of 3-, 
10-, and 60- to 70-day-old mice and the absence of 
tumours in embryos of newborn mice are considered as a 
proof that the formation of tumours took place after 
birth. The authors maintain that the ability of embryo- 
nal cells to become neoplastic does not prevent the cells 
from undergoing normal maturation, and point out that 
the proliferative activity and neoplastic change, although 
cumulative. are separable in young mice. 

L. Dmochowski 


1188. Lung Adenomas Induced by Urethane in CBA 
Mice 

F. R. Serpe and A. C. THackray. British Journal of 
Cancer [Brit. J. Cancer] 2, 380-385, Dec., 1948. 6 figs., 
16 refs. 


A 5% solution of urethane in distilled water was 
administered twice weekly to CBA mice aged 8 to 12 
weeks at the beginning of the experiment. One group of 
mice received intraperitoneal injections of 0-2 ml., a 
second received 0:4 ml. by stomach tube, and a third 
group about 0-05 ml. by nasal instillation. A control 
group of similar mice received no urethane. All sur- 
viving mice were killed 7 months after the beginning of 
the experiment. Amongst the mice thus killed, in all 
that had received urethane by injection (24 mice) or by 
stomach tube (9 mice) tumours of the lung developed, 
but, possibly on account of the smaller dosage, only in 
4 of 20 mice receiving nasal instillations did tumours 
appear. Only one of 51 control mice had a lung 
tumour. 

None of the tumours was invasive and metastasis to 
lymph nodes was not observed. Histological studies 
indicated that the tumours developed from alveolar 
epithelium. Proliferation of alveolar epithelium resulted 
in rounded infoldings into the alveoli and eventually in 
papillary masses almost filling the alveoli; these were 
taken to represent the earliest stages of tumour formation. 
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An origin from bronchiolar epithelium was discounted 
by the typical situation of the tumours at the periphery of 
the lung, by the absence of any apparent overgrowth of 


‘pronchial or bronchiolar epithelium, and by the demon- 


stration, in serial sections, of gaps between tumours and 
the non-proliferated ends of the nearest bronchioles. 
Areas of pneumonia, usually of monocytic type, were 
frequent, but the tumours themselves seemed remarkably 
free from evidence of past or present inflammation. It is 
suggested that urethane acts by lowering resistance to 
some tumour-stimulating influence, possibly a virus, 
already present in the host. L. Foulds 


1189. Influence of Testosterone Propionate on the Induc- 
tion of Subcutaneous Tumours in Mice by 20-Methyl- 
cholanthrene 

J. Fras. British Journal of Cancer [Brit. J. Cancer] 2, 
386-394, Dec., 1948. 14 refs. 


Methylcholanthrene was administered subcutaneously 
to mice by single injections of 0-125, 0-25, or 1 mg. 
dissolved in 0-1 to 0-25 ml. of olive oil, or in cholesterol 
pellets containing 1 mg. of methylcholanthrene. The 
recipients comprised mice of a mixed stock and mice of 
the inbred strains CBA (previously fostered by R 3), 
C3H,and A. Half of the mice (121) received testosterone 
propionate, the other half serving as controls. The 
testosterone was administered by weekly injections of a 
2-5% solution of the propionate in arachis oil over a period 
of 10 to 12 weeks, starting usually at the time of injection 
of the carcinogen, the total being 50 to 75 mg., or by 
subcutaneous implantation of tablets containing 40 to 
60 mg. 

Administration of testosterone delayed the appearance 
of tumours by about 4 weeks. The incidence of tumours: 
was lower in the treated mice during the first 16 weeks of 
the experiment but not thereafter, and all mice receiving 
the highest dosage of methylcholanthrene died with 
tumours. ‘Testosterone, therefore, had only a delaying 
action and did not prevent the carcinogenic action of 
methylcholanthrene. The results were consistent, except 
that testosterone had no apparent effect on tumours 
induced by pellets of methylcholanthrene when the 
pellets were removed 4 to 8 weeks after insertion, and in 
one experiment more tumours developed in the treated 
than in the control mice. 

It is suggested that the effect may not be hormonal but 
that testosterone may directly interfere, at least tempor- 
arily, with the. malignant transformation of the normal 
cell under the influence of methylcholanthrene. 

L. Foulds 


1190. The Inhibitory Influence of 20-Methylcholanthrene 
on the Action of Chorionic Gonadotrophin on the Ovaries 
of Immature Mice 

J. Fraxs. British Journal of Cancer [Brit. J. Cancer) 2, 
395-401, Dec., 1948. 4 figs., 29 refs. 


Litters of immature female mice of the CBA and 
Strong A strains were divided into 2 groups. One group 
received 1 to 3 subcutaneous injections of 1 to 2 mg. of 
methylcholanthrene in a 1% solution in olive oil, or a 

M—U 


single injection of a similar dose intraperitoneally; the 
control group received injections of pure olive oil. 
Injections of chorionic gonadotrophin pregnyl’’, 
containing follicle-stimulating and luteinizing hormone) 
were started on the day following the last injection of 
carcinogen. Each mouse of both groups received a 
total of 7-5 i.a. divided into 6 doses given during a period 
of 36 hours. Vaginal smears were taken 72 and 96 hours 
after the last injection of hormone and the mice were 
killed after 100 hours. 

The control CBA mice showed after 96 hours a typical 
oestrous or metoestrous reaction of the vagina and 
enlargement of the uterus; one or more blood points 
were usually found in one or both ovaries as well as 
numerous well-developed corpora lutea. In mice which 
had received methylcholanthrene there were no blood 
points and only very few abortive corpora lutea. The 
oestrous reaction of the vagina was usually present or only 
slightly inhibited, indicating that the initial ovarian 
changes leading to oestrogen production were not 
prevented. Inhibition of the ovarian and _ vaginal 
reactions was more pronounced after intraperitoneal than 
after subcutaneous injection of the carcinogen, possibly 
owing to direct absorption of the carcinogen into the 
ovary. The results in Strong A mice were similar, 
except that blood points were rare in control as wellasin : 
the carcinogen-treated mice. No evidence was found to 
show whether the inhibitory effects were caused by the 
direct action of the carcinogen on the ovaries or in- 
directly through the pituitary gland. L. Foulds 


1191. A Case of Malignant Bone Tumour Induced by 
Methylcholanthrene in a Monkey. (Cny4aii nHnyunpo- 
BaHHOH 
KOCTH y 06€3bAHBI) 

N. A. Krorxina. Apxus Tlatronorun [Arkh. Patol.] 
10, No. 6, 38-42, Nov.—Dec., 1948. 3 figs., 16 refs. 


The femur was trephined and carcinogenic substances 
were deposited in the bone marrow of 9 young rhesus 
monkeys. Five monkeys received 15 mg. of 9: 10- 
dimethyl-1 : 2-benzanthracene, and the remaining four 
30 to 50 mg. of methylchdlanthrene. Three and a half 
years later one of the monkeys treated with methyl- 
cholanthrene developed osteogenic sarcoma of bone at the 
site of the insertion. Transplantation of the tumour into 
the same or another animal was unsuccessful. 

L. Crome 


1192. Incidence of Mammary Tumors in Castrate and 
Non-Castrate Male Mice bearing Ovarian Grafts 

R. A. Husesy and J. J. Brrrner. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 321-329, Nov., 1948. 4 figs., 
20 refs. 


The mice used in this investigation were F, hybrids 
between A and Z (C3H) stocks, equal numbers of the 
reciprocal crosses being taken, since different incidences 
for mammary carcinoma are found in virgin females 
of the two crosses. Castration was carried out through 


-a trans-scrotal incision and the ovarian transplants were 
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inserted deep into the axilla. All surgical procedures 
were carried out when the mice to be used were 4 to 
6 weeks old. 

It was found that the presence of the testes severely 
reduced the incidence of mammary cancer in male mice 
bearing ovarian grafts. Castrate males bearing ovaries 
develop tumours at a significantly earlier age than do 
normal virgin females or ovariectomized females bearing 
ovarian grafts, and in this respect they more nearly 
resemble breeding females of the hybrid cross than virgin 
females. From the presence, on histological examina- 
tion, of typical small corpora lutea (contrary to most 
reports on ovarian grafts) it appeared that the ovaries 
of the castrate males were subject to greater pituitary 
stimulation than those of the group not castrated. No 
examples of adrenal hyperplasia were found. Large 
ducts and areas of alveolar development were found in 
the mammary glands of the castrate males, but no such 
development was observed in those of the non-castrate 
animals. 

To test the function of ovarian grafts portions of 
uterus or vagina were at the same time transplanted into 
the subcutaneous tissue of the axilla or groin in castrate 
males, non-castrate males, and ovariectomized females. 
Examination of the uterine and vaginal grafts after 2 
months indicated that oestrogeus were being produced, 
even in the non-castrate group. To compare the 
sensitivity to oestrogens of vaginal and uterine epithelium, 
uterine and vaginal fragments were grafted into hybrid 
male mice and after 2 weeks half of them were castrated. 
All then received subcutaneous oestrogen injections 
twice daily for 3 weeks. All the uterine grafts became 
cystic, and study of the vaginal grafts and mammary 
glands suggested a difference in the sensitivity threshold 
as between vagina and uterus, and also some antagonism 
between testicular hormone and oestrone. 

The non-castrate males bearing ovarian grafts lived 
considerably longer than did virgin females of the same 
hybrid cross, and granulosa-cell tumours developed in 
the area of the transplanted ovary in 4 cases, the mice 
being between 24-9 and 32:2 months old. No increase 
in the frequency of this tumour was brought about by 
castration. G. Calcutt 


1193. Influence of Age and Mammary Development upon 
_ Mammary Carcinogenesis following Injection of “ Milk 

Agent ” 

R. A. Husepy and J. J. Brrrner. Proceedings of the 

Society for. Experimental Biology and Medicine [Proc. 

Soc. exp. Biol., N.Y.] 69, 193-196, Nov., 1948. 13 refs. 


Male mice of Zb stock were used as being susceptible 
to the milk agent and as their mammary glands normally 
show very little development throughout life. The 
animals were divided into three groups, the first being 
castrated and having ovaries transplanted at 1 month, 
and an extract containing milk agent injected intra- 
peritoneally the following day. Those of the second 
group were similarly treated except that the injection of 
the milk agent was postponed until 4 months of age. 
The mice of the third group were castrated and had 
ovaries transplanted at 4 months, the injection being 
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given the following day. In all cases ovaries of 1-month- 
old Zb females were used. The milk agent was con- 
tained in a distilled-water extract of mammary tumours 
arising spontaneously in Z females. Control animals 
were castrated and had ovaries transplanted, but received 
no injection. 

In the group receiving both ovaries and milk agent at 
1 month, mammary tumours developed at an earlier age 
than in virgin Z females. In the other groups the tumour 
incidence was only about one-third of that of the first 
group, and there appeared to be no difference in the age 
at which tumours appeared or in the tumour frequency 
in these two groups. The results indicate that the 
relative non-susceptibility of older mice is not related 
to the greater mammary development at the time of 
injection. G. Calcutt 


1194. Carbonic Anhydrase Content of Normal and 
Neoplastic Tissues 

B. SHACTER and M. B. SHIMKIN. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 9, 155-158, Dec., 
1948. 16 refs. 


It has been postulated that the acid shift in the hydrogen 
ion concentration of hepatic tumours compared with that 
of normal liver may be due to the enzyme carbonic 
anhydrase, which catalyses both the formation of 
carbonic acid from carbon dioxide and water and the 
reverse reaction. 

The authors carried out an investigation of the 
carbonic anhydrase content of normal and neoplastic 
tissues of the following groups of rats and mice: rats fed 
p-dimethylaminoazobenzene and with pre-malignant 
changes in the liver, male rats bearing hepatomata 
induced by this chemical, L strain mice bearing trans- 
planted liver carcinoma C954, and A strain mice bearing 
transplanted mammary adenocarcinoma or transplanted 
sarcoma. 

Carbonic anhydrase was determined by the Keilin 
and Mann modification of the Philpot method (Biochem. 
J., 1936, 30, 2191). After carbon dioxide had been 
passed through homogenates or control enzyme prepara- 
tions, cold standard carbonate-bicarbonate solution was 
added and the time required for acidification of the 
solution determined. An enzyme unit is that amount of 
carbonic anhydrase which decreases the acidification time 
to one-half that required for control determinations. 

No significant changes were observed in the carbonic 
anhydrase content of the livers of rats fed p-dimethyl- 
aminoazobenzene before the malignant transformation. 
Primary liver tumours contained, however, only 50% of 
the enzyme present in normal livers. The corresponding 
tissues of normal and tumour-bearing mice, with the 
exception of the liver, contained comparable amounts of 
carbonic anhydrase. No significance was attached to 
the slightly lower levels in the liver of tumour-bearing 
animals, since the latter were markedly anaemic. The 
transplanted tumours in mice showed much variation in 
enzyme content, but the growth of the tumours had no 
apparent effect on the enzyme content of the tissues of 
the host. G. M. Bonser 
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1195. A New Influence on Chemically Induced Sarcomata 
L. C. STRONG. Science [Science] 108, 688-689, Dec. 17, 
1948. 1 fig. 


In an attempt to investigate the nature of the genetic 
influence on the induction of tumours by methylchol- 
anthrene (MC) the following experiment was performed: 
Mice of NHO strain, moderately susceptible to sarcoma 
induction by the subcutaneous injection of MC, were 
outcrossed with mice of the C57 subline, which are 
highly susceptible. The outcross was made in both 
directions and 254 F, individuals were obtained. 
These were divided into 3 groups: (a) 93 mice from 
the first and second litters; (6) 80 mice from the third 
and fourth litters of the same breeding parents ; and (c) 
81 mice from the fifth and sixth litters. At 60 days of 
age every mouse received a subcutaneous injection of 1 
mg. of MC dissolved in 0-1 ml. of sesame oil. 

The rate of tumour induction in each group is shown 
graphically. The incidence of fibrosarcomata and the 
rate of their appearance varied significantly, being highest 
in group (c) and lowest in group (a), and to account for 
these variations a tentative hypothesis is advanced. The 
differences of susceptibility not being genetic in origin, 
since all the F, mice were genetically alike, the author 
assumes that a new principle, presumably biochemical in 
nature and changing in amount with the increasing age of 
the mothers (or possibly the fathers), is handed down to 
the offspring. Its nature awaits investigation. The 
modes of transmission considered possible are three: by 
way of the placenta, through the mother’s milk, or by 
cytoplasmic inheritance, but mention is made of unpub- 
lished observations by the author on foster nursing which 
strongly suggest that the unknown factor is not carried 
by the mother’s milk and is therefore of a different nature 
from that of Bittner’s ‘* milk factor ”’. 

H. G. Crabtree 


1196. Action of Furacin in Delaying Growth of a Trans- 
planted Fibrosarcoma in Mice 

M. N. GREEN and C. E. FriepGoop. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 603-604, Dec., 1948. 4 refs. 


Furacin (5-nitro-2-furaldehyde semicarbazone), which 
inhibits the bacterial enzymes involved in glucose and 
pyruvate metabolism, was tested as a chemotherapeutic 
agent against a transplantable sarcoma, S 13, growing in 
C3H mice. Although all the mice eventually died of the 
tumour, furacin retarded its growth and increased the 
average survival time from 21 days in the control group 
to 29 to 37 days, according to dosage, in the group 
treated with furacin. - The treatment was most effective 
when 3 doses were given: 3 days before, and 1 week and 
2 weeks after implantation of the tumour respectively. 
There was histological evidence of a selective action of 
furacin on the tumours, sections of which showed some 
cellular degeneration and decreased mitotic activity, 
whereas liver, kidneys, and lungs were not damaged. 
Adrenal enlargement and symptoms of B-complex 
vitamin deficiency were observed in the treated mice. 

L. Foulds 
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1197. Mucolytic Enzyme Systems. III. Inhibition of 
Hyaluronidase by Serum in Human Cancer 

E. Y. HAKANSON and D. Giick. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.| 9, 129-132, Dec., 
1948. 26 refs. 


A possible factor in the invasiveness of malignant 
tumours is the elaboration of a mucolytic principle able to 
break down the normal connective-tissue barriers and 
thereby help the spread and implantation of the tumour 
cells. As hyaluronidase is a potent “ spreading factor ”’ 
and its substrate hyaluronic acid is widely distributed in 
the animal body, the role of the enzyme in malignant 
disease was investigated by the indirect method of 
estimating the levels in serum of the naturally occurring, 
non-specific inhibitors of the enzyme in groups of persons 
with and without malignant disease (90 normal, 15 with 
benign tumbdurs, 70 with non-metastatic cancers, and 80 
with metastatic cancers). 

Details of technique were given in a previous paper 
(J. infect. Dis., 1948, 83, 200). Hyaluronidase was 
prepared from bovine testicle, and hyaluronic acid from 
umbilical cord; results were recorded as units of hyaluro- 
nidase inhibition per ml. of blood serum. In order to 
eliminate unknown factors selection of patients was based 
on the facts that they had had no previous treatment, no 
known disease other than cancer, no blood transfusion 
for at least 3 months previously, and no temperature 
above 99-6° F. (37-6° C.). 

No significant difference was observed between values 
in normal subjects (6 to 30 units) and those obtained from 
cases of benign tumours (5 to 36 units). Sera from cases 
of non-metastatic malignant disease, however, showed — 
a mean value approximately 52°% higher (10 to 84 units) 
than those of the normal group. There was a still 
greater increase (140%) in the mean values in sera from 
cases of metastatic cancer compared with the normal, 
statistically a highly significant increase.. The inhibitor 
is apparently non-specific in the immunological sense and 
the mechanism of its action is still unknown. 

G. M. Bonser 


1198. A Toxic Cancer Tissue Constituent as Evidenced 
by its Effects on Liver Catalase Activity 

W. NAKAHARA and F. Fukuoka. The Japanese Medical 
Journal (Jap. med. J.) 1, 271-277, Aug., 1948. 5 refs. 


1199. The Heart in Experimental Renal Hypertension. 
(Il cuore nell’ipertensione renale sperimentale) 

M. CapPoNne-BRAGA. Rivista di Clinica Medica [Riv. 
Clin. med.] 48, 373-390, Dec., 1948. 10 figs., 41 refs. 


1200. The Glycogen Content of Rats’ Livers After 
Poisoning with Large Doses of p-Dimethylaminoazobenzene 
J. W. Orr, D. E. Price, and L: H. STICKLAND. Journal 
of Pathology and Bacteriology {J. Path. Bact.) 60, 573-581, 
Oct., 1948. 8 refs. 


1201. Lactic and Pyruvic Acids in the Blood After 


Glucose and Exercise in Diabetes Mellitus 

M. K. Horwirtrt, O. W. HILLs, and O. KREISLER. Ameri- 

can Journal of Physiology [Amer. J. Physiol.] 156, 92-99, 
Jan., 1949. 2 figs., 9 refs. 
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1202. Action of a Fungus (Streptothrix felis D.A.) on 
Cancer in the Mouse. (Action d’un mycéte (Streptothrix 
Jelis D.A.) sur le cancer de la souris) 

G. DE ANGELIS. Oncologia [Oncologia, Basel] 2, 43-62, 
1949. 2 figs., 5 refs. 


1203. Experimental Coronary Sclerosis. II. The Role 
of Infection in Coronary Sclerosis of Cockerels 

J. C. PATERSON, C. A. MITCHELL, and A. C. WALLACE. 
Archives of Pathology [Arch. Path.] 47, 335-339, April, 
1949. 1 fig., 1 ref. 


1204. Absence of Renal Lesions in Rats Receiving a 
Synthetic Diet Low in Protein 

E. LOWENHAUPT. Archives of Pathology [Arch. Path.] 
46, 398-399, Oct., 1948. 7 refs. 


1205. The Effect of the Folic Acid Antagonist, 4-Amino- 
pteroylglutaminic Acid, on the Growth of Transplanted 
Mammary Tumors in C3H Mice 

G. M. HIiGGens and K. A. Woops. Proceedings of-the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
24, 238-242, April 27, 1949. 3 figs., 6 refs. 


1206. Focal Necrosis of the Liver from Ligature of 
Gastric or Duodenal Veins. (Focali di necrosi epatica 
da legatura di una vena dello stomaco o del duodena) 
G. ZANNI. Archivio per le Scienze Mediche [Arch. Sci. 
med.) 74, 148-156, Feb., 1949. 2 figs. 


1207. Distribution Studies in Mice Following the 
Intravenous Injection of Diethyl-iodoethy! Amine Hydro- 
chloride Prepared with Radio-active Iodine 

A. M. SELIGMAN, A. M. RUTENBURG, and O. M. FRIED- 
MAN. Jourxal of the National Cancer Institute [J. nat. 
Cancer Inst.| 9, 261-270, Feb., 1949. 5 figs., 18 refs. 


1208. Fibroids in a Guinea Pig (Family 13) After Partial 
Castration 

E. M. Napet. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.] 9, 271-275, Feb., 1949. 4 figs., 
7 refs. 


1209. Adolase in the Serum and Tissues of Tumor- 
bearing Animals 

J. A. Siptey and A. L. LEHNINGER. Journal of the 
National Cancer Institute [J. nat. Cancer Inst.] 9, 303-309, 
Feb., 1949. 3 figs., 7 refs. 


MORBID ANATOMY 


1210. Comparison of Thymic Hyperplasia in Myasthenia 
Gravis and Exophthalmic Goiter 

A. L. BRYAN, J. R. McDonaLp, and O. J. CLAGeTT. 
Archives of Pathology [Arch. Path.] 46, 212-228, Sept., 
1948. 5 figs., 36 refs. 


This article consists of an account of the changes in the 
thymus in myasthenia gravis and exophthalmic goitre. 
Thymoma is excluded from the discussion. 

Hyperplasia was assessed first of all by microscopical 
examination. Out of 23 cases of myasthenia gravis, 
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lymphoid hyperplasia was described as extreme in 4 
cases and moderate in 2 cases. Of 20 cases of exo- 
phthalmic goitre, in only one case was there moderate 
hyperplasia. The second method was to determine the 
actual amount of glandular tissue in the thymus, and to 
compare this with estimated weights based on Hammar’s 
data. With this method 2 out of 13 in the myasthenia 
series, and 7 out of 9 in the hyperthyroidism series, 
exceeded the upper limit of normal. There was no 
correlation between the results obtained by the two 
methods, nor was thymic hyperplasia associated with 
proliferative changes in the spleen and lymph nodes. 
R. H. Heptinstall 


1211. The Juxtaglomerular Apparatus of the Hyper- 
tensive Kidney 

J. D. Prez. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 953-960, Dec., 1948. 4 figs., 
25 refs. 


The juxtaglomerular vascular coils were examined 
after death in the kidneys of normal individuals and 
patients with hypertension. In healthy kidneys they 
showed a cuff of modified smooth muscle cells, the 
epithelioid cells of the media of the afferent arterioles, 
Although changes in these cells in glomerulonephritis, 
eclampsia, and chronic hypertension without uraemia 
were found to be very slight, in cases of hypertension 
with uraemia (both chronic and acute, that is, malignant) 
these were considerable and present almost without 
exception, and consisted of hypertrophy, hyperplasia, 
and acidophil granulation. Mainly the outer cortex was 
affected. The suggestion is made that the juxtaglomeru- 
lar apparatus regulates the blood flow through the renal 
cortex, and that the morphological changes reflect 
increased activity in hypertensive states. R. Salm 


1212. Morphogenesis of Lung Changes in Oxygen 
Poisoning. (Uber die Morphogenese der Lungenver- 
anderungen bei der Sauerstoffvergiftung) 

H. A. and J. Archiv fiir experimentelle 
Pathologie und Pharmakologie [Arch. exp. Path. Pharmak.} 
205, 667-683, 1948. 5 figs., 33 refs. 


The authors describe the histological changes due to 
various forms of oxygen poisoning. They believe that 
the changes are due to a disturbance in the capillary 
circulation and to damage to the capillaries. The 
morphological findings consist of: dilatation and con- 
gestion of capillaries, thickening and hyalinization of 
capillary walls and development of exudate, and 
thrombosis within capillaries. They consider that the 
formation of hyalin bands within alveoli and alveolar 
ducts is not due to necrosis of the alveolar walls or 
apposition of exudate but primarily to thrombosis within 
capillaries. They believe that in the late stages there may 


be additional apposition of protein material from the 
exudate on to the thrombosed capillaries. The changes 
are not specific for oxygen poisoning but may occur in 
poisoning by phosgene or nitrous fumes, and in influenzal 
infections. It is suggested that the morphological 
changes cause a disturbance of the gas exchange within 
the lung. 


R. Schade 
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1213. The Lung in Cardiac Conditions. Observations 
on Morphology, Histogenesis, Physiological Pathology, 
and Aetiology of Lesions of the Respiratory Apparatus in 
Subjects Dying of Cardiac Insufficiency, suggested by a 
Study of 30 Cases. (Le poumon cardiaque. Re- 
marques sur la morphologie, l’histogénése, la physio- 
pathologie et I’étiologie des lésions de l'appareil respira- 
toire des sujets morts en insutfisance cardiaque, suggérées 
par l'étude de trente observations anatomocliniques) 

R. TouURNEUR. Annales de Médecine [Ann. Méd.] 49, 
580-632, 1948. 9 figs., bibliography. 


This is a long paper, based on 30 cases, describing the 
pathological changes to be found in the lungs in cardiac 
disease. [No detail is given of the different types of 
cardiac lesion present.] The author considers that the 
changes in the lung can be related to obstruction of the 
pulmonary venous outflow. These changes are all 
exudative, mechanical in origin, and range through 
degrees of oedema up to obvious haemorrhage; the 
source of the fluid and the erythrocytes is given as the 
alveolar capillary. Irregularity of distribution—as, for 
example, in the focal haemosiderosis of the patient with 
mitral stenosis—he attributes to blockage of air vessels, 
and suggests that the persistence of the haemosiderin in a” 
cluster of alveoli is due to the collapsed state of these 
alveoli. [This is a novel idea, but, like the author’s 
discussion, it is not supported by much fundamental 
argument. He does not mention disseminated ossifica- 
tion or the pulmonary changes in uraemia. The 
references are mainly to the French literature, and only 
one or two of the 117 are cited in the text]. 

A. C. Lendrum 


1214. Hypertrophy of the Pylorus in an Adult with 
Massive Eosinophil Infiltration and Giant-cell Reaction 

H. J. BARRiE and J. C. ANDERSON. Lancet [Lancet] 2, 
1007-1009, Dec. 25, 1948. 4 figs., 9 refs. 


A woman of 27 with only 2 weeks’ history of ab- 
dominal pain and vomiting was found to have developed 
pyloric obstruction. Her haemoglobin value was 120%, 
ted cell count 6,300,000 per c.mm., and leucocyte count 
17,000 per c.mm. with 18% of eosinophils. Three weeks 
later the percentage of eosinophils had risen to 31. At 
laparotomy the pylorus, duodenum, and the first two feet 
(60 cm.) of jejunum were found to be thickened, indurated, 
and friable, and covered by a reddened serosa. A partial 
gastrectomy was performed, after which the patient 
progressed favourably, though her eosinophilia persisted. 
Examination of the operation specimen revealed a greatly 
thickened submucosa and muscular coat. Microscopi- 
cally this hypertrophy proved largely to be due to muscle 
fibres. The periarterial connective tissue was densely 
infiltrated by eosinophils, which were also found scattered 
among the muscle fibres. In one area a few peculiar 
follicles were present, showing a central zone of amor- 
phous eosinophilic material, then a zone of radially 
arranged giant cells, and an outer narrow zone of 
epithelioid cells. The authors regard the case as an 
example of an intestinal allergic reaction to certain ill- 
tolerated foods. R. Salm 
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1215. Contribution to the Study of Interbronchial 
Anastomosis. (Contributo allo studio delle anastomosi 
interbronchiali) 

D. OriccHio. Annali dell’Istituto ‘“* Carlo Forlanini” 
sy Ist. C. Forlanini] 11, 597-604, 1948. 6 figs., 
12 refs. 


1216. Gargoylism. IL. Study of Pathologic Lesions and 
Clinical Review of Twelve Cases 

S. Linpsay, W. A. Retry, T. J. GorHam, and R. 
SKAHEN. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 76, 239-306, Sept., 1948. 16 figs., 
45 refs. 


1217. General Ideas on Reticulo-sarcoma of Lymph 
Nodes and Lymphoid Formations. (Notions générales 
sur le réticulosarcome des ganglions lymphatiques et des 
formations lymphoides) 

C. A. Scuitp. Oncologia [Oncologia, Basel] 2, 1-19, 
1949. 3 figs., 43 refs. 


1218. A Method of Micrometric Analysis of Hyper- 
trophy of the Heart. (Zur Methodik einer mikrometri- 
schen Analyse der Herzhypertrophie) 

G. ScuHiomKa. Virchows Archiv fiir Pathologische 
— [Virchows Arch.] 316, 439-451, 1949. 5 figs., 
2 refs. 


1219. Plasma Cell Mastitis . 
B. HALPeRT, J. M: PARKER, and J. M. THURINGER. 
Archives of Pathology [Arch. Path.] 46, 313-319, Oct., 


' 1948. 2 figs., 4 refs. 


1220. Significance of Ductal Sclerosis in Paget’s 
Disease. Regression of Intraductal Carcinoma 

R. Marx. Archives of Pathology [Arch. Path.) 47, 
404—406, April, 1949. 3 figs., 3 refs. 


See also Sections Medicine: General, Abstract 1286; 
Cardiovascular Disorders, Abstracts 1346, 1339. 
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1221. A Comparison of Oral and Intravenous Dextrose 
Tolerance Tests in Healthy Subjects. [In English] 

L. GoLtpBerG and R. Lurt. Acta Medica Scandinavica 
[Acta med. scand.] 132, 201-222, 1948. 5 figs., biblio- 
graphy. 

This report is a statistical analysis of one-dose oral, 
two-dose oral, and intravenous dextrose tolerance tests 
performed on 32 healthy subjects between the ages of 20 . 
and 33 years (22 men and 10 women) in Stockholm. The 
two-dose one-hour test gave the most consistent results; 
50 g. of dextrose was given in 300 ml. water and the dose 
repeated 30 minutes later, the capillary or venous blood 
being sampled at zero and 30 and 60 minutes. The 
blood sugar values of fasting individuals varied between 
64 and 120 mg. per 100 ml., but daily variations in the 
same individual were insignificant. The tests were also 


applied to 17 healthy subjects aged 41 to 80 years, in 
whom slightly higher values indicated an alimentary 
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hyperglycaemia, and to 12 patients who had been 
confined to bed for over 3 months and in whom higher 
values were observed at 60 minutes. In 7 cases the tests 
were repeated after 7 days on a diet containing an 
additional 100 g. of sugar daily, in the form of extra bread 
and potato, without any significant change in the 
curves. E. T. Ruston 


1222. Sponge Biopsy in Cancer Diagnosis — 
S. A. GLapstone. American Journal of Medicine 
[Amer. J. Med.| 5, 849-852, Dec., 1948. 8 figs., 1 ref. 


In order to overcome the drawbacks of the Papani- 
colaou technique the author advocates sponge biopsy for 
histological study of suspected tumours. This consists 
in rubbing both sides of a flat square of sponge made of 
protein material (for example, gelatin foam) over the 
clinically suspected area, thereby absorbing fluid, mucus, 
and normal and malignant cells. The entire sponge is 
then fixed, and subsequently treated, cut, and stained in 
the same manner as an ordinary biopsy specimen. 
Though primarily intended for cervical growths, the 
method appears to be applicable to growths of the rectum, 
sigmoid, bronchus, and skin. [No data are given for 
comparison of the efficacy of this method with that of 
surgical biopsy.] R. Salm 


1223. Thymol Turbidity Test in Acute Infectious Diseases 
K. IverseN and F. Raascuou. Archives of Internal 
Medicine [Arch. intern. Med.] 82, 251-262, Sept., 
1948. 7 figs., 15 refs. 


The authors carried out 1,865 thymol turbidity tests 
on 373 persons suffering from acute infectious diseases 
in a Copenhagen hospital, and on 88 controls. Positive 
results were obtained in 31 out of 45 cases of measles and 
in 26 out of 34 cases of infectious mononucleosis, but only 
1 of these patients had a hepatitis. The authors consider 
that the test reveals a change in the serum proteins 
without giving an indication of hepatic function. Plot- 
ting of repeated observations in cases of measles and 
infectious mononucleosis gives a curve resembling that of 
antibody concentration in the blood. They suggest that 
the test may help to differentiate measles from other 
morbilliform eruptions, since it may be positive from the 
time of appearance of the rash, and to supplement the 
Paul-Bunnell test in the diagnosis of infectious mono- 
nucleosis. E. T. Ruston 


1224. The Reaction of the Liver to Small Doses of 
Vitamin K as a Liver Function Test. (A Diagnostic Aid 
in the Differential Diagnosis Between Obstructive and 
Parenchymatous Jaundice.) [In English] 

H. Bectrup and P. F. HANSEN. Acta Medica Scandi- 
navica [Acta med. scand.] 132, 29-40,.1948. 11 refs. 


The prothrombin content of plasma was determined 
before, and 24 hours after, the oral administration of 
2 mg. “ kvitasol ’ (methylnaphthohydroquinone disuccin- 
ate) in cases of hypoprothrombinaemia. An increase 


greater than 30% occurs in cases with obstructive jaundice. 
The authors applied this vitamin-K sensitivity test in 152 
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cases, of which 36 were cases of obstructive jaundice, 99 


cases of parenchymatous jaundice, and 17 cases of - 


carcinoma of the liver. The diagnosis was confirmed in 
77% of cases of obstructive and 86% of cases of paren- 
chymatous jaundice. The test is only applicable in a 
certain proportion of cases, but it is claimed that it is 
more reliable than other liver function tests. Hypo- 
prothrombinaemia is met with more frequently it in paren- 
chymatous jaundice. The 2 mg. dose given by mouth is 
“suboptimal’’; other authors have preferred the 
intramuscular injection of 5 mg. synthetic vitamin K, 
especially in obstructive jaundice. E. T. Ruston 


1225. On Serum Bilirubin During the Course of an 
Icterus. [In English] 

H. DeenstRA. Acta Medica Scandinavica 
med. scand.}| 132, 223-237, 1948. © 13 figs., 12 refs. 


The author reports his investigations in 13 cases of 
icterus in which he was able to demonstrate an increase 
in the rate of the diazo reaction of the serum while 
clinically the icterus was decreasing. The change may 
occur independently of the adsorption of bilirubin on the 
ealbumin precipitate, but he can offer no explanation for 
the phenomenon. Eight were cases of infective hepatitis, 
3 of stones in the common duct, 1 of congestion of 
the liver with cardiac decompensation, and 1 of inoper- 
able carcinoma of the gall-bladder relieved by cholecysto- 
gastrostomy. E. T. Ruston 


[Acta 


1226. Sputum Cell Study for Pulmonary Carcinoma as a 


Routine Laboratory Test 


B. A. SHATZ, M. BERGMANN, and §. H. Gray. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
33, 1588-1593, Dec., 1948. 21 figs., 11 refs. 


The finding of cells with easily recognizable neoplastic 
characteristics in the sputum in cases of carcinoma of the 
lung was thought to be a diagnostic measure suitable for 
routine clinical laboratory use and retaining a useful 
degree of accuracy. Out of a series of 40 consecutive 
cases of proved carcinoma of the lung, in 29 cases (72%) 
the sputum contained obviously “ malignant’”’ cells. 
The authors recommend this method of investigation for 
routine use and discuss suitable technique, the morpho- 
logy of the normal cells of the sputum, the morphology of 
neoplastic cells, and the common pitfalls of the test. 
They recommend a short course of penicillin treatment 
when there is heavy secondary infection, and the examina- 
tion of several separate specimens in cases of doubt. 
[The paper is well illustrated.] J. Maclean Smith 


1227. Effect of Vitamin K on Dicumarol-induced 
Hypoprothrombinemia in Rats | 

E. J. Boyp and E. D. WarRNeER. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 1431- 
1437, Nov., 1948. 7 figs., 18 refs. 


Rats were fed on a normal diet containing adequate 
vitamin K and were then given either regular daily doses, 
or single larger doses, of menadione or menadione 
bisulphite. Prothrombin concentration was estimated 
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by the two-stage technique since it was considered that 
the one-stage method may give false results in this type 
of experiment because of the effect of dicoumarol on the 
conversion of prothrombin to thrombin. It was found 
that neither form of vitamin K could raise a prothrombin 
concentration that had been lowered by dicoumarol. 
Control experiments showed that, with prolonged daily 
doses of dicoumarol of the order of 2 to 3:5 mg. daily, 
there is a tendency for the prothrombin concentration to 
rise spontaneously but irregularly and reach almost 
normal levels. M. C. G. Israéls 


1228. A Quantitative Method for the Determination and 
Charting of the Erythrocyte Hypotonic Fragility 

J. Suess, D. LIMENTANI, W. DAMESHEK, and M. J. 
Do.tiorr. Blood [Blood] 3, 1290-1303, Nov., 1948. 
6 figs., 36 refs. 


Methods used since 1867 for the measurement of red 
cell fragility are briefly reviewed. The technique 
presented is a modification of the Waugh and Asherman 
photoelectric method. Solutions of chemically pure 
sodium chloride were made at percentage intervals of 
0-04 from 0:04 to 0-20% and 0-52 to 0-80%, and at 
intervals of 0-02% between 0-20 and 0-52%. The pH 
must be between 5-5 and 7. With a Sahli haemoglobin 
pipette, 0-02 ml. oxygenated, heparinized whole blood 
was added to 10 ml. of each of the saline solutions. The 
tubes were shaken, left to stand at room temperature for 
1 hour, and centrifuged. The supernatant fluid was 
compared with a blank specimen (usually the 0-80% 
saline tube) in an Evelyn colorimeter. 

By plotting percentage haemolysis against concentra- 
tion of saline, a sigmoid curve was obtained. Such a 
curve often showed irregularities. A method of record- 
ing haemolytic increments has, therefore, been introduced. 
This new type of curve was obtained by converting the 
degree of haemolysis to oxyhaemoglobin liberated by 
means of tables, calculating the percentage of blood 
haemolysed in each tube, and finally plotting the dif- 
ferences by subtraction between succeeding tubes. In 
this way a curve resembling the Price-Jones curve is 
obtained, from which additional information may be 
extracted. 'When most of the cells haemolyse at a given 
concentration of saline, a sharply peaked curve with a 
narrow base is obtained while in those cases where haemo- 
lysis occurs over a wide range of salinity a low type of 
curve results. Some measure of the ratio of diameter to 
thickness in the cell population can be obtained from the 
position of the peak of the curve, a wide-based irregular 
curve suggesting gross anisocytosis with cells of differing 
“thickness”. For routine clinical use, a simplified 
method is advocated in which only 0-80, 0-44, 0-40, and 
0-32°% saline and distilled water are used. 

H. Payling Wright 


1229. The Hemoglobin Level in Old Age 
T. H. Howe. Geriatrics [Geriatrics] 3, 346-352, 
Nov.—Dec., 1948. 5 figs., 5 refs. 


The author compares haemoglobin levels in a series of 
patients under his care at St. John’s Hospital, Battersea, 


and Tooting Bec Hospital, London, with those found in 


elderly patients by other workers. In reviewing the 
literature he stresses the findings of recent workers, who 
do not agree with the statements of older authors 
suggesting anaemia as a usual finding in patients over 
60 years of age. 

His own first series, 52 men and 63 women in St. 
John’s Hospital, Battersea, were chronically ill; most of 
them were hypertensive, but none was known. to suffer 
from anaemia, neoplastic disease, or chronic bronchitis. 
Estimations were made on a Sahli haemoglobinometer by 
the author himself. The average reading was 108-058% 
or 18-3 g. per 100 ml. for males, and 96% or 16-6 g. per 
100 ml. for females. The second series consisted of 75 
men suffering from senile dementia in Tooting Bec Hos- 
pital all over the age of 60. These estimations were 
carried out by a pathologist by the Haldane method. 
The average for this series was 103-3% or 14:25 g. per 
100 ml. The difference in averages for the two male 
series is statistically significant, but it should be remem- 
bered that those in the first series were originally admitted 
with some disease, while those in the second were more or 
less healthy physically. The range of readings thus 
follows the true “senile”? pattern, being wider than 
normal. Old people are not in general anaemic, and 
after the menopause in women the haemoglobin level 


_ Tises, though it does not reach that of the men. The 


author also suggests that the conditions necessitating 
admission of these patients to hospital may be factors in 
the production of these‘high haemoglobin levels. 

Morag L. Insley 


1230. The Effect of Nitrogen Mustard and X Irradiation 
on Blood Coagulation 

L. O. JAcoBsoN, E. K. MARKS, E. Gaston, J. G. ALLEN, 
and M. H. Biocx. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 33, 1566-1578, Dec., 1948. 
7 figs., 11 refs. 


The authors observed the effect of administering 
nitrogen mustard and x irradiation to rabbits. They 
report that essentially similar clotting defects are pro- 
duced, in which heparin or a heparin-like substance is 
involved, and that anti-heparin substances are effective 
in the treatment of the condition. Spontaneous recovery 
is possible. 

Nitrogen mustard (3 mg. per kg. body weight) was 
injected into the marginal ear vein in a saline solution 
containing 1 mg. per ml. so as to avoid tissue sloughing. 
X irradiation was generated on a 200 kV machine 
operating at 15 milliarmperes. After clotting time had 
become prolonged and the heparin tolerance abnormal, 
one group of animals was given toluidine blue intra- 
venously in two doses of 2 and 2-5 mg. Another group 
was given protamine sulphate in two doses of 3 and 4 mg. 
A third group remained untreated. Approximately 
10 ml. of blood was withdrawn by cardiocentesis, and 
this was used for the following investigations: (1) 
measurement of whole-blood clotting time at room 
temperature by a modification of the Lee-White method: 
(2) platelet count at room temperature in plasma after 
red cell sedimentation; (3) heparin tolerance test; (4) 
prothrombin, calcium, and fibrinogen determinations. 
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In almost every animal clotting time was prolonged and 
heparin tolerance abnormal. Where nitrogen mustard 
had been given, the prolongation of clotting time 
appeared within 24 hours, whereas it was not consistently 
observed until the third or fourth day after irradiation. 
When spontaneous recovery occurred, it was earlier in 
animals given nitrogen mustard. A maximum reduction 
in platelets occurred by the fourth day; thereafter the 
count ran approximately parallel with the clotting time. 
The prothrombin time and calcium and fibrinogen levels 
remained normal in all animals. In all cases in which 
the anti-heparin substances toluidine blue and protamine 
sulphate were administered the clotting time was signifi- 
cantly reduced or became normal for varying lengths of 
time. 

The authors point out that clotting defects may be 
caused by other agents producing toxic effects on the 
blood-forming tissues, and that treatment with anti- 
heparin substances may make it possible to tide the 
subject over the critical period of potential haemorrhage 
until spontaneous recovery ensues. A. S. McLean 


1231. Studies on Blood Histamine: Partition of Blood 
Histamine Before and After Clotting in Health and Disease 
States 

W. N. VALENTINE and J. S. LAWRENCE. American 
Journal of the Medical Sciences {Amer. J. med. Sci.) 216, 
619-624, Dec., 1948. 32 refs. 


To determine the effect of coagulation on the partition 
of histamine between cells and serum the concentration 
of histamine base in whole blood, in serum from defi- 
brinated clotted blood, and (in cases of leukaemia) in the 
leucocytic layer was assayed on atropinized terminal 
guinea-pig ileum suspended in Tyrode’s solution. 
Blood samples were taken from 4 normal subjects, 
from one patient with cancer of the bladder, cystitis, 
and leucocytosis, and from 2 patients with chronic 
myeloid leukaemia, one of whom was studied before and 
after x-ray treatment. In each case only a small fraction 
of the total histamine was found in the serum after 
coagulation, and in the patients with myeloid leukaemia, 
who had very high levels of histamine in whole blood, 
most of it was found in the leucocyte layer, the amount 
decreasing almost proportionately with the fall in the 
leucocyte count after irradiation. 

The authors have also studied the blood histamine level 
in patients suffering from a wide variety of blood and 
other conditions, including myeloid and lymphatic 
leukaemia, leucopenia, pernicious anaemia (in relapse and 
after treatment), thrombocytopenic purpura, certain 
affections of the reticulum cells, and parasitic infestation. 
In all cases total and differential leucocyte counts were 
made at approximately the time at which blood was taken 
for histamine assay. The upper limit of normal was 
taken as 0-08 yg. of histamine base per ml. of blood, but 
only patients with more than 0-1 yg. per ml. were 
regarded as having grossly high blood levels. Only 
in cases of myeloid leukaemia and in one case of 
macrocytic anaemia, leucocytosis, and eosinophilia of 
unknown aetiology (in which the level was 0°18 yg. per 
ml.) were values so high. Patients with low leuco- 
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cyte counts had low blood histamine levels, but so did 
some of the normal controls. The blood histamine value 
bore no exact relation to the granulocyte count or to the 
type of granulocyte chiefly affected. Moreover, in cases 
of myeloid leukaemia it was clear that the mere numerical 
increase in granulocytes could not alone account for the 
enormous histamine increase, so that it was concluded 
that individual leukaemic granulocytes contain more 
histamine than normal. Walter H. H. Merivale 


1232. Platelet Adhesiveness 
M., WEINER, K. ZELTMACHER, C. REICH, and S. SHAPIRO, 
Blood [Blood] 3, 1275-1282, Nov., 1948. 4 figs., 12 refs, 


Using the method devised by Wright for the determina- 
tion of adhesiveness of platelets in a sample of freshly 
drawn blood, these authors have confirmed and extended 
the findings upon this characteristic. The results in 110 
subjects with normal or abnormal blood coagulation 
are set out in tabular and graphic form. 

Platelets were less adhesive in thrombocytopenic 
purpura, spontaneous purpura of pregnancy, chronic 
myeloid leukaemia, and dicoumarol-induced hypopro- 
thrombinaemia. They were more adhesive in hyperpro- 
thrombinaemia induced by large doses of vitamin K ina 
subject with normal liver function, in acute coronary 
thrombosis, and in haemophilic patients treated with 
“fraction 1”. It appears that the adhesiveness of the 
platelet depends upon the intrinsic properties of the 
platelet surface and the medium in which the platelets are 
suspended. The first factor is believed to depend upon 
the conversion of fibrinogen to fibrin at the platelet 
surface; therefore, should the clotting mechanism be 
inhibited, the platelets would appear to be less sticky, 
This is confirmed by the observations. The converse, 
however, that hypercoagulability of the blood should 
make the platelets appear more sticky, is not constantly 
found. The correlation between coagulability of the 
blood and platelet adhesiveness supports the fibrin-film 
theory, though micro-staining has failed to reveal such a 
layer. It is of interest that the stickiness of platelets in 
haemophilia is increased by the addition of “‘ fraction”, 
although no such improvement is produced by this sub- 
stance in thrombocytopenic purpura. 

H. Payling Wright 


1233. Estimation of Relative Corpuscle and Serum 
Volumes in Blood by Various Applications of the Dilution 
Principle 
P. L. McLAIN and C, H. W. RuHe. American Journal 
of Physiology [Amer. J. Physiol.) 156, 12-18, Jan., 1949. 
1 fig., 21 refs. 


1234. A Method of Determining the Distribution of 
Erythrocyte Fragility in Human Blood 
E. E. Ecker, C. W. Hiatt, and L. M. BARR. American 
Journal of Clinical Pathology {Amer. J. clin. Path.) 19, 
259-264, March, 1949. 3 figs., 3 refs. 


1235. The Diphenylamine Reaction of Human Serum 
S. Niaz and D. State. Cancer Research [Cancer Res,] 
8, 653-656, Dec., 1948. 1 fig., 2 refs. 


Microbiology 


1236. On the Action of Some Sulphonamides and 
Sulphones on Experimental Spirillum Infection of White 
Mice. (Uber die Wirkung einiger Sulfonamide und 
Sulfone auf die experimentelle Spirilleninfektion der 
weissen Maus) 

M. Bock. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.| 128, 654-661, 1948. 
8 refs. 


Spirillum minus, the causative agent of one form of rat- 
bite fever, is sensitive in vitro and in vivo to neoarsphen- 
amine and related arsenical compounds. However, 
relapses have not infrequently been observed, necessitat- 
ing repeated injections. As Japanese reports had sug- 
gested a sensitivity of Spirillum minus to sulphonamides a 
number of these were tested in animal experiments. 

The organism can easily be transmitted from mouse to 
mouse by subcutaneous injection of blood without 
causing illness. The organism can, however, be demon- 
strated in the blood of infected mice by dark-ground 
microscopy. The infective dose was adjusted in such a 
way that spirilla appeared in the blood 5 days after their 
injection. Therapeutic substances were given 24 hours 
after infection. Three types of drug action are observed 
with this arrangement: (1) a trace of action—appearance 
of spirilla in the blood on the 8th to 10th day; (2) 
apparent cure but relapse—appearance of spirilla in 
blood after 10 days; (3) complete cure—no spirilla 
during the 3 weeks following infection. Mice of group 
(3) were re-infected and their blood was examined 
histologically after 5 days. Presence of spirilla was 
accepted as confirmation of cure of the initial infection, 
for latent infections produce immunity to secondary 
infections. 

Most sulphonamides were active against the strain of 
Spirillum minus used. The most active compounds 
tested were sulphadiazine and methylsulphadiazine. 
Since vibrios and spirochaetes are only slightly sensitive 
to comparatively high concentrations of sulphonamides, 
this is regarded as biological proof of absence of genetical 
relationship of Spirillum minus to these species. 

K. S. Zinnemann 
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1237. Physical Properties of the Viruses of Newcastle 
Disease, Fowl Plague and Mumps 

W. J. ELrorp, C. M. Cuu, I. M. Dawson, J. A. Dup- 
GEON, F. FULTON, and J. Smices. British Journal of 
Experimental Pathology [Brit. J. exp. Path. 29, 590-599, 
Dec., 1948. 11 figs., 27 refs. 


The viruses of Newcastle disease, fowl plague, and 
mumps were studied to determine their pH stability 
range, density, and particle size; the latter was ascer- 
tained by filtration analysis, centrifugation analysis, and 
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electron microscopy. Infective allantoic and amniotic 
fluids were used as sources of virus. Most successful 
methods of purification were (a) differential centrifuga- 
tion; and (4) adsorption and elution on and from the 
surface of washed fowl red cells. The viruses were first 
partially purified by precipitation on calcium phosphate 
and elution therefrom in reduced volume. For assaying 
the virus two methods were employed: (1) determination 
of the limiting infective dose in hen’s eggs of the appro- 
priate age; (2) haemagglutination. Viruses employed 
were the “ Herts” strain of Newcastle disease, a Dutch 
strain of fowl plague, and Ender’s EMA 41 strain of 
mumps virus. [For variations in technique applicable 
to the different viruses, the original paper should be 
consulted.] 

. PH stability range was determined by diluting virus 
suspensions | in 100 in Northrop-de Kruif buffers at 
0°C. After given periods each system was diluted 1 in 10 
and titrated. Values obtained were: Newcastle virus, 
PH 5°5 to 7:5; fowl plague, pH 7 to 9; mumps, pH 6:5 to 
8-5. Size and degree of homodispersity were determined 
by ultrafiltration with gradocol’’ membranes. For 
centrifugal analysis, capillary tubes were used in studying 
sedimentation with small quantities. Values obtained 
by filtration were: Newcastle virus, 90°to 140 my; fowl 
plague, 75 to 115 mux; mumps, 100 to 150 my. Values 
obtained by centrifugation analysis were 100 to 156 mp, 
90 to 110 mp, and 114 to 143 my. Density values, 
derived from sedimentation rates in saline, sugar solu- 
tions, and bovine albumin of known densities and 
viscosities were: Newcastle virus, 1-:12+-0-02; fowl 
plague, 1:14+0-02; mumps, 1-10-+0-02. Electron 
microscopy was carried out with the usual methods of 
mounting on collodion film supports. Metal-shadowing 
technique was also applied with gold and palladium. 
Electron micrographs are reproduced. 

Graphs representing the spread of particle size of the 
three viruses are given. Results can be summarized only 
briefly. Newcastle virus had a mean particle diameter of 
150-+50 my, and an exceptionally wide spread. Original 
apparent pleomorphism has been attributed to the 
disintegration of a mucinous substance surrounding the 
virus. This substance was readily disintegrated during 
processes of purification. More gentle methods of 
purification revealed two predominant forms, one which 
dried as a round opaque body and another which tended 
to be flat with a slightly raised centre. It is suggested 
that the former may represent the virus particle stripped 
of the mucinous jacket. For fowl plague virus, the mean 
Particle size was estimated at 83-+-15 mp, with an over- 
all spread of 60 to 140 mu. In shape, elementary bodies 
appeared round. Mumps yirus particles appeared 
to be mainly dome-shaped, but larger flat forms were 
also present. Mean particle size was estimated at 140+ 
30 mp, and over-all spread at 85 to 200 mp. 

Margaret Buchanan 
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1238. Production of Hemagglutinin by Mumps and 
Influenza A Viruses in Suspended Cell Tissue Cultures 

T. H. WELLER and J. F. ENpers. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 124-128, Oct., 1948. 1 fig., 
8 refs. 


The growth of mumps virus was studied and compared 
with that of influenza A virus (PR8 strain) in a Maitland 
type of tissue culture. The medium consisted of embryo 
tissue suspended in a mixture of 3 parts of a balanced salt 
solution and 1 part of ox-serum ultrafiltrate. A modifica- 
tion of the usual technique was made whereby the sus- 
pending fluid was periodically replaced, the original tissue 
being retained. The haemagglutinin and, in some cases, 
the egg-infective titres of the fluid removed were esti- 
mated and transfers made at intervals to fresh cultures. 
The tissue used in the mumps experiments consisted of 
minced amniotic membrane from 8-day embryos, but in 
the influenza experiments 8-day allantoic membrane 
and brain tissue were also used. The degree of active 
tissue growth was the same in control as in virus- 
inoculated flasks up to 28 days. 

A dilution of mumps virus with an infective titre of 
10°*® was inoculated and replacements of fluid made at 
4-day intervals up to 32 days. The maximum haemag- 
glutinin production was found in fluid removed on the 
12th day, when a subculture was started which was 
maintained in like fashion for 20 days. The maximum 
amount of virus was found in the subculture on the 8th 
day, when a third generation culture was initiated which 
was maintained for 12 days. The 12th day fluid from 
this culture had an egg infective titre of 10°°*. Over the 
whole period it was calculated that increases of the order 
of 1:2 10%? in infective virus and 3-3x 1074 in haem- 
agglutinin had occurred. 

A slightly different procedure was used with the 
influenza virus, but it was shown that haemagglutinin 
was produced rapidly in cultures of allantoic and 
amniotic membranes and also, but rather more slowly, 
in brain tissue cultures. Haemagglutinin appeared after 
16 hours and reached a peak in 2 to 3 days. 

[This is the first demonstration of the growth of mumps 
virus in tissue culture and of the PR8 strain of influenza 
virus in nervous tissue. This latter strain has hitherto 
been regarded as strictly without neurotrophic properties, 
although the WS strain has neurotrophic variants 
(Stuart-Harris, Lancet, 1939, 1, 497)]. Alan P. Goffe 


1239. Reactivation of Neutral Mixtures of Influenza 
Virus and Serum by Virus Inactivated by Heat 

A. Isaacs. British Journal of Experimental Pathology 
[Brit. J. exp. Path.) 29, 529-538, Dec., 1948. 14 refs. 


Union between antigen and antibody is reversible 
under certain conditions and it has been shown that 
over-neutralized mixtures of influenza virus and antisera 
can be reactivated by addition of heat-killed virus 
(McKee and Hale, J. Jmmunol., 1948, 58, 141). 

A careful study of the conditions under which this 
reactivation occurs has been carried out with two strains 
of influenza A virus, PR 8 and Kunz, which are only 


remotely related serologically, and their corresponding 
ferret antisera. Serum-virus mixtures were shown to be 
neutral by allantoic inoculation of 11-day-old chick 
embryos and passage of allantoic fluid from these to 
further eggs. Virus concentrated by red cell adsorption 
and elution, and inactivated by heating at 56° C, for 99 
minutes (some live virus still remained after 30 minutes at 
56° C.) was used to reactivate the mixture, which was 
then tested for live virus by inoculation into eggs. It was 
found that neutral mixtures of virus and antiserum were 
reactivated by a relatively large amount of heat-inacti- 
vated virus after 2 hours at room temperature. A 
quantitative relation was found, for a mixture with 
considerable excess of serum could not be reactivated, 
and also smaller quantities of inactive virus showed less 
reactivation. The ability to reactivate was strain- 
specific, PR 8 (killed) concentrate reactivating neutral 
mixtures of PR 8 and serum but not of Kunz and serum, 
and vice versa. Even neutral mixtures that had stood for 
48 hours at 4°C. could be reactivated. It was also 
shown that killed virus adsorbed on red cells could 
reactivate neutral mixtures and that live virus was present 
both on the red cells and in the suspending fluid. In this 
experiment and in the others only the homologous strain 
was effective. | 

The possibility that the reactivation mechanism is due 
to absorption of the antibody from the mixture by the 
inactive virus is supported by the finding that when 
inactive virus adsorbed on red cells was mixed with 
antiserum the antibody titre of the supernatant liquid was 
reduced and the red cells were no longer agglutinated. 
The inactivated virus was probably at least partially 
removed from the red cells as well. Reactivation was 
also shown in vivo; killed virus concentrate injected into 
the allantoic sac 5 to 45 minutes before the serum-virus 
mixture effected reactivation of homologous but not 
heterologous neutralized virus. As killed virus concen- 
trate is very rapidly adsorbed on to the lining cells of the 
allantoic sac, it seems likely that reactivation must have 
occurred at or close to the cell surface. This theory is 
also supported by the results of two other experiments, 
First, reactivation was greater when killed virus was 
injected before rather than together with a serum-virus 
mixture; secondly, when killed virus was injected 15 
minutes before the red cells reactivation was greater than 
when killed virus was adsorbed on to red cells before 
injection. Alan P. Goffe 


1240. Electron Micrograph Studies of Two Strains of 
Pleuropneumonialike (L) Organisms of Human Derivation 
W. E. Smiru, J. Hiciier, and S. Mupp. Journal of 
Bacteriology [J. Bact.| 56, 589-601, Nov., 1948. 20 figs., 
14 refs. 


L 50 and L 4330, two strains of pleuropneumonia-like 
organisms isolated from the human cervix, have been 
examined by electron microscopy in the unfixed and 
osmic-fixed states. The L 50 strain included two types 
of cell, one a short, curved or twisted, nodular filament of 
average length 1-3 x and width 0-5 yu with a well-defined 
cell wall, the other a round body of 0-5 to 3-0 u diameter, 
with a homogeneous or centrally dense protoplasm. 
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The difference in the numbers of round bodies found in 
distilled-water (unfixed) and osmic-acid preparations 
indicated that the cell wall of the round form was less 
sturdy than that of the filamentous form. Electron- 
micrographs of L 4330 revealed round forms of 0-25 to 
0-7 » diameter, with a finely granular structure or dense 
central mass. The round forms were observed to divide 
by single fission like cocci or to give rise to rod-shaped 
cells 0-5 to 1:3 yx length. The round and filamentous 
forms of L 4330 were found only in preparations of 
colonies from less crowded parts of the culture plates; 
areas of confluent growth showed only minute round 
forms of a uniform size. | B. P. Marmion 


1241. The Common Cold: Titration of MR-1 Virus in 
Embryonated Eggs 

L. T. ATLAS and G. A. HoTTLe. 
743-745, Dec. 31, 1948. 9 refs. 


The MR-1 virus of the common cold does not cause 
recognizable symptoms in laboratory animals, haemag- 
glutination, inhibition of haemagglutination, or inter- 
ference with other respiratory viruses. There is, however, 
evidence that it can multiply in embryonated eggs and is 
present in the allantoic fluid. In order to avoid the 
need for inoculation of human volunteers in order to 
detect the virus, a chemical method has been worked out 
in which nucleic acid components in the fluid are deter- 
mined by a tryptophan-perchloric acid (TPA) proce- 
dure. Fluids with a value of 0-01 or greater usually 
caused colds, whereas those with lower values did not. 

The method is as follows. Duplicate 1-ml. portions of 
allantoic fluid at 1°C. are mixed with 2 ml. of cold 
(—50° C.) methyl alcohol. After storage overnight at 
1°C., the fluid is centrifuged (2,500 revolutions per 
minute) for 20 minutes at 1°C. The precipitate is 
re-suspended in 2 ml. of M/5 calcium acetate solution. 
Subsequent centrifugation (3,000 r.p.m.) for 20 minutes 
at 1° C. sediments the precipitate used for the determina- 
tion of the TPA value. To the first (fluid control) of the 
two tubes from each sample of precipitated allantoic fluid 
is added 1-8 ml. of distilled water plus 1-8 ml. of 60% 
perchloric acid. After thorough mixing, the tubes are 
immersed in a boiling-water bath (95° to 98°C.) for 
2 hours. The tubes are cooled in tap water, and the 
optical density of each solution is determined in the 
Beckman spectrophotometer at 500 my wave-length, 
a l-cm. cell being used. For controls, two tubes con- 
taining distilled water in place of allantoic fluid (reagent 
controls) and two tubes each containing 0-5 mg. of 
desoxyribonucleic acid (DNA standards) are subjected 
to this procedure in each test. The TPA value is 
calculated by subtracting the reagent control reading 
plus the fluid control reading from the test reading. 

R. Hare 


Science [Science] 108, 


1242. Factors Involved in Influenza Haemagglutination 
Reactions 

W. SmitH and M. A. Westwoop. British Journal of 
Experimental Pathology [Brit. J. exp. Path.] 30, 48-61, 
Feb., 1949. 13 refs. 


1243. Researches on the Antigenic Type of Influenza 
Virus in the Current Epidemic. (Recherches sur le type 
antigénique du virus grippal de l’épidémie actuelle) 

P. Léprne, V. SAuTTER, L. Reinié, and J. MAurRIN. 
Comptes Rendus des Séances de la Société de Biologie 
[C.R. Soc. Biol. Paris] 143, 66-67, Jan., 1949. 1 ref. 


1244. An Investigation of Immunological Relationships 
Between the Viruses of Variola, Vaccinia, Cowpox and 
Ectromelia by Neutralization Tests on the Chorio- 
allantois of Chick Embryos 

K. McCartuy and A. W. Downie. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 29, 501-510, 
Dec., 1948. 18 refs. 


The four strains of variola major virus used were 
originally isolated by direct inoculation of vesicle fluid on 
to the chorio-allantoic membrane during different out- 
breaks of smallpox in Britain. Because variola virus on 
repeated passage tends to lose immunological specificity, 
suspensions were made from membranes on first isolation, 
or after one passage. Other viruses studied were those of 
alastrim, vaccinia, cowpox, and ectromelia. Antisera 
were prepared by inoculation of the species used to isolate 
the viruses. (Fowls were used for preparation of anti- ~ 
sera to viruses isolated in chick embryo.) Human sera 
from convalescent patients and recently vaccinated indi- 
viduals were also included. In assessing the relation 
between the viruses, each serum was tested against each 
virus and the degree of neutralization obtained when 
virus-antiserum mixtures were inoculated on to the 
chorio-allantoic membrane of 10- to 13-day chick embryos 
was compared with that obtained in views-teot or 
virus—normal-serum controls. 

Results showed that sera prepared in fowls not only 
neutralize the homologous virus but also all the other 
viruses tested. These results still held when rabbit- 
propagated vaccinia and cowpox viruses were used. 
Likewise rabbit antiserum was shown to neutralize 
embryo-propagated virus to the same extent as it did the 
rabbit-propagated. No  cross-absorption tests were 
carried out, but resuits obtained show a comparable 
degree of protection against any virus by any antiserum. 
If cross-absorption tests should reveal any antigenic 
differences in the viruses, these should be of a minor 
nature, at least as regards production of neutralizing 
antibody. Results are discussed in relation to the 
findings of other workers, particularly as regards anti- 
genicity and pathogenicity of variola virus. It seems 
likely that the immunogenic properties of the variola virus 
depend on the antigen common to the group, but that its 
pathogenicity to man depends on another (specific) 
antigen rapidly lost on propagation in laboratory 
animals. Though the lesions obtained on the chorio- 
allantois remained distinctive for variola on repeated 
passage, the possibility that the strains under examination 
may have varied by passage in the chick embryo is con- 
sidered. Further work on this is under way. 

Margaret Buchanan 


See also Section Hygiene and Public Health, Abstract 
1054. 
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RICKETTSIAE 


1245. Rickettsial Toxin as a Cause of Histological 
Changes in Organs. (Das Rickettsientoxin als Ursache 
histopathologischer Organveranderungen) 

R. Siecert. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.] 128, 477-485, 1948. 
4 figs., 26 refs. 


The occurrence and nature of pathological changes 
brought about by rickettsial intoxication were studied in 
a series of 20 experiments on mice and rats. These, 
though fairly resistant to infection with the classical 
typhus virus, were proved to be very susceptible to 
- rickettsial toxin circulating in the blood stream. The 
artificial intoxication was produced with the triturated, 
highly virulent, 5-day yolk-sac cultures of Rickettsia 
prowazekii (diluted 1 in 20,1 in 40, and so on up to 1 in 
320 with sterile normal saline) by the intravenous route 
(0-5 ml.) The toxic action of such emulsions, ascer- 
tained by Henderson’s mouse titration method, was 2 to 
32 times the minimal lethal dose. The animals died in 
1 to 6 hours (only exceptionally in 7 to 8 hours) according 
to the toxin dosage. Those animals which survived the 
‘first critical hours after the massive toxin dose recovered 
very quickly. Serial sections were cut from 100 brains, 
livers, hearts, scrota, peritoneum, and cord membranes 
and examined after staining with haematoxylin-eosin or 
thionin. The symptoms comprised paralysis and tonic- 
clonic convulsions, together with disturbances of circula- 
tion and of temperature regulation. In the brain 
accumulation of cells, described as glial nodules, was 
observed; these were of endovascular and perivascular 
origin, consisting of lymphocytes and plasma cells, and 
were first seen 5 hours after injection of the toxin. 
Similar lesions were found in the heart, though the myo- 
cardium itself remained intact. In the liver severe 
endophlebitis was present 3 hours after artificial intoxica- 
tion. A marked leucocytosis was present in the blood; 
in the thyroid, changes in the cellular structure leading to 
the functional disorder of the gland were observed; no 
lesions were demonstrated in the scrotum or skin; 
perivascular infiltrations were found elsewhere. Since 
the same syndrome and histological picture are usually 


found in human subjects suffering from typhus fever, it is _ 


concluded that the agent responsible for the above 
changes in mice, rats, and man must be the specific toxin 
of Rickettsia organisms. H. P. Fox 


1246. Similar Inhibitory Action of Sulphonamides and 
p-Aminobenzoic Acid on the Toxin of Rickettsia prowazekii 
in vitro. (Gleichgerichtete Hemmwirkung von Sulfon- 
amiden und p-Aminobenzoesdure auf das Toxin der 
Rickettsia prowazeki in vitro) 

R. SreGert. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.] 128, 551-560, 1948. 
1 fig., bibliography. 


Several (1 to 4) minimal lethal doses (MLD) of two 
strains of murine rickettsial toxin were mixed in vitro 
’ (and left standing for 40 minutes at room temperature) 
with a 1 in 1,000 dilution of one of four sulphonamide 


preparations: sulphanilamide, sulphapyridine, ‘* mar- 
fanil’’ (4-aminomethylbenzene sulphonamide), and 
sulphathiazole; there were suitable controls with toxin 
dilutions within the 1 to 64 MLD range. As proved by 
subsequent injection of toxin and sulphonamide mixtures 
into white mice, detoxication occurred only when | to 4 
MLD was used and not in higher toxin concentrations, 
there being no appreciable difference in the detoxicating 
efficacy of each of the above drugs in a | in 1,000 dilu- 
tion. From this experiment it is concluded that the lack 
of efficacy of sulphonamides against rickettsial infections 
is due to insufficient inactivation of the toxin and not to 
faulty inhibitory action of the drugs on the rate of multi- 
plication of the rickettsial organisms. Parallel experi- 
ments with different concentrations of p-aminobenzoic 
acid (1 in 200 to 1 in 10°) and toxin dilutions (1 to 128 
MLD) showed that this acid had a detoxicating power 
8 times greater than that of corresponding dilutions of 
sulphonamides; in a 1 in 10* concentration it had an 
inhibitory effect both on the growth of rickettsial strains 
and on the virulence of their toxins. Further immuno- 
biological tests showed that the effect of p-aminobenzoic 
acid on the rickettsial toxin can hardly be described as 
** neutralization ’’; it is, in effect, a process of inactivation 
during which the antigenic power of the toxin remains 
unimpaired. An anti-rickettsial vaccine treated with this 
acid produced in guinea-pigs both “ antitoxic’’ and 
“* anti-infective ’’ immunity as solid as after immuniza- 
tion with a vaccine not treated with the same acid. 
There is a direct correlation between the time of exposure 
on the one hand and inactivating and growth-inhibiting 
effect of this acid on the other; after 3, 5, and 10 minutes’ 
exposure 40, 60, and 100° of the toxin was inactivated; 
growth inhibition in yolk-sac cultures was 20, 50, 70, 


and 90% after 5, 10, 40, and 60 minutes’ exposure. Itis _ 
suggested that p-aminobenzoic acid inhibits action of © 


those enzymes essential for the normal growth of 
rickettsiae, inactivating them in their toxins as well. 
H. P. Fox 


1247. Investigation of the Antigenic Relationship Be- 
tween Proteus X19 and Rickettsia prowazekii. (Unter- 
suchungen iiber die Antigenbeziehungen zwischen 
Proteus X19 und Rickettsia prowazeki) 

R. BieLING and L. OeLricus. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. InfektKr.] 128, 
586-590, 1948. 6 refs. 


It is generally assumed that an identical thermostable 
antigen present in both Proteus X19 and Ricksettsia 
prowazekii is responsible for the diagnostic reliability of 
the Weil—Felix reaction in typhus. Both micro-organ- 
isms possess also additional thermolabile and not identical 
antigens specific for each species. This theory does not 
explain the fact that persons immunized against typhus 
with rickettsial vaccines do not, as a rule, respond with 
the formation of agglutinins against Proteus X19. 
Furthermore, after a typhus infection guinea-pigs can 
survive infection with a manifold lethal dose of Proteus 
X19 without having had Proteus X19 agglutinins in the 
serum. 

The experiments reported in this paper were designed 


oOo oo 


OOO 


a 


to yield information on the significance of Proteus X19 
antigens in active and passive immunity against intra- 
cutaneous infection of rabbits with rickettsiae. The 
sera of 2 rabbits, immunized with 3 intravenous injections 
of 1,000 million heated Proteus X19 in 1 ml., had titres 
of 1 in 1,280 and 1 in 5,120 respectively. These 2 rabbits 
and 2 others immunized with 3 subcutaneous and 2 
intravenous doses of Cox’s typhus vaccine were injected 
intracutaneously with 1 in 100 to 1 in 100,000 dilutions of 
fresh chick embryo rickettsial cultures. The 2 rabbits 
immunized with Proteus X19 cultures showed typical 
swellings at the site of injection, as did an untreated 
control rabbit, while 1 of the 2 rabbits immunized with 
Cox vaccine had no local reaction to the 1 in 100,000 
dilution and only a very weak reaction to the 1 in 10,000 
dilution. 

The sera of these 4 immunized rabbits were then studied 
in skin-protection tests on fresh rabbits. Dilutions of 1\ 
in 100,000 to 1 in 100 of chick-embryo cultures of 
rickettsiae were added to constant amounts of undiluted 
sera from the 4 immunized animals and injected intra- 
cutaneously into fresh rabbits. The sera of both rabbits 
immunized with Cox vaccine neutralized all culture 
dilutions completely or partially. The serum of 1 rabbit 
immunized against Proteus X19 did not neutralize any 
of the rickettsia culture dilutions, while the serum of the 
second rabbit neutralized completely the 1 in 100,000 
dilution of rickettsia culture and almost completely the 
1 in 10,000 dilution, and permitted only rather weak skin 
reactions with the 1 in 1,000 and 1 in 100 dilutions. 
These results could be repeated ad libitum. The interpre- 
tation given is that active and passive immunity in 
rabbits against Rickettsia prowazekii are not strictly 
analogous. K. S. Zinnemann 


1248. Clinical Features and Laboratory Diagnosis of 
XK or Miteborne Typhus as Observed in 102 Cases in the 
Barrackpore Area 

K. V. KRISHNAN, R. O. A. SmitH, P. N. Bose, K. N. 
Neocy, B. K. G. Roy, and M. Guosu. Indian Medical 
Gazette [Indian med. Gaz.] 84, 33-39, Feb., 1949. 3 figs., 
3 refs. 


BACTERIA 


1249. The Relationship between Phagocytic Cells and 
Human Tubercle Bacilli 

H. BLocu. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 58, 662-670, Dec., 1948. 4 figs., 21 refs. 


In an investigation of the susceptibility of strains of 
tubercle bacilli to phagocytosis, suspensions of virulent 
and avirulent micro-organisms were injected intra- 
peritoneally into white mice; at intervals after injection 
Stained films were made from peritoneal washings and 
examined for the presence of free and ingested bacilli. 
The observations were mainly directed to the first few 
hours after inoculation, during which time the exudate 
contained mostly polymorphonuclear leucocytes. Both 
virulent and avirulent micro-organisms were ingested 
equally well by the leucocytes; in spite of the great 
excess of bacilli present, only 10% of the leucocytes 
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contained micro-organisms. About 4 hours after inocula- 
tion more free bacilli appeared in the exudate in the case 
of the virulent strain than were seen with the avirulent 
strain; these had apparently been released by the 
disintegration of the leucocytes which had ingested them. 
A similar lytic effect was not observed with the avirulent 
strain. D. J. Bauer 


1250. The Relationship Between pH Tolerance, Virulence, 
and Proteolytic Enzymes in Bacteria. I. Bacillus 
anthracis 

J. M. Letse. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 21, 145-160, Dec., 1948. 


This work was undertaken to test the validity of the 
following hypothesis. Virulent bacteria contain a 
proteolytic enzyme or enzymes active at alkaline pH 
values. This enzyme allows virulent bacteria to grow 
in alkaline media and its presence is necessary for their 
virulence. When this enzyme is neutralized by a com- 
pound in vitro the growth of the organism in alkaline 
broth is reduced; when the enzyme is neutralized in vivo 
the virulence for the infected animal is reduced. When 
the organism loses its virulence it also loses this enzyme, 
and the organism made avirulent cannot grow in broth 
of alkaline pH as well as does the virulent strain. The 
growth of the avirulent organism can be ensured by 
adding this or a similar enzyme to the alkaline broth. 
The experiments were made with a smooth (avirulent) 
and two rough (virulent) strains of Bacillus anthracis. 
The virulent strains were more tolerant to alkaline broth 
than was the avirulent one. The results of repeated 
experiments with trypsin strongly supported the hypo- 
thesis that the ability of B. anthracis to grow at alkaline 
PH and the possession of virulence are due to the amount 
of proteolytic enzymes produced by the bacterial cell. 
As serum is known to contain a trypsin inhibitor, a study 
was undertaken to determine what differences, if any, 
existed between the growth in serum of virulent and 
avirulent strains of B. anthracis. Three sera were used: 
pooled human serum obtained from negative Mazzini 
samples, human serum from a volunteer, and horse 
serum. Inconclusive results were obtained with pooled 
human sera; in human serum from a volunteer, heated 
to destroy the complement, the virulent strains were 
better able to grow than was the avirulent strain. Some- 
what similar results were obtained with horse serum. 
[This work represents only a portion of a dissertation; 
the remainder will be published later.] H. P. Fox 


1251. Jn vitro Bactericidal and Bacteriolytic Action of 
Filtrates of B. subtilis Cultures on B. anthracis. Macro- 
scopical and Microscopical Study. (Action bactéricide 
et bactériolytique, in vitro, des filtrats de culture du B. 
subtilis sur la bactéridie charbonneuse. Etude macro- 
scopique et microscopique) 

A. DELAUNAY. Revue d’Immunologie et de Thérapie 
Antimicrobienne [Rev. Immunol.] 12, 222-238, 1948. 
3 figs. 


Bacillus anthracis is destroyed by culture filtrates of 
Bacillus subtilis if the concentration of the filtrate is high 
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enough; lower concentrations of the filtrate delay the 
growth of the organism. The effective substance is 
thermostable; small amounts withstand heating to 110° 
C. or 130°C. B. anthracis shows marked changes 
when treated with filtrates of B. subtilis; it agglutinates in 
long chains, often shortens, sometimes becomes ab- 
normally large, rounded, or oval, with irregular contours, 
and stains poorly with bacterial stains. The author 
compares these changes with those observed in cultures 
treated with penicillin and streptomycin, and with the 
changes due to ageing, and concludes that the processes 
involved are similar. C. L. Oakley 


1252. Pathogenic—Apathogenic Transformation of Sal- 
monella typhimurium. T1. Induced Change of Resistance 
to Complement (continued). [In English] 

O. MAALoeE. Acta Pathologica et Microbiologica Scandi- 
navica {Acta path. microbiol. scand.| 25, 755-766, 1948. 
2 figs., 6 refs. 


The influence of the composition of synthetic media 
on the development of resistance of Salmonella typhi- 
murium to complement is reported. Special growth 
conditions were required for the development of resis- 
tance: a high concentration of carbon and the use of 
ammonia, by preference, as a nitrogen source. The 
discussion deals with different mechanisms through 
which loss of resistance may occur. Joyce Wright 


1253. Further Studies on the Occurrence and Distribu- 
tion of Salmonella Types in the United States 

P. R. Epwarps, D. W. Bruner, and A. B. Moran. 
Journal of Infectious Diseases [J. infect. Dis.| 83, 220-231, 
Nov.—Dec., 1948. 32 refs. 


The authors studied 12,331 cultures of Salmonella 
organisms between 1934 and 1947. The cultures were 
divisible into 105 serological types and 6 non-motile or 
monophasic variants, which could not be typed. The 
antigenic structure of 43 new Salmonella types was 
determined. Descriptions of these organisms have 
been, or are being, published. The cultures were 
isolated from 47 animal species, and from water, sewage, 
and eggs, egg-powder, and other food products. 
Of the 111 types identified 94 occurred in man and 61 in 
both man and animals. Twelve of the very rare types 
representing one or a few cultures were found only in 
healthy carriers; the remaining 82 were associated with 
disease. The 61 types found both in man and animals 
were responsible for 93% of the infections in man and 
represented 95% of the cultures from man. Of the 
cultures isolated from man 30% were from asympto- 
matic carriers, most of whom, with the exception of 
carriers of Salm. typhi, Salm. paratyphi A. and Salm. 
paratyphi B., were temporary carriers, in whom subse- 
quent stool examinations were negative. 

Salm. typhi-murium, representing 27-1% of all cultures 
studied, was found more frequently and in a greater 
number of animal species than any other type. This 
type constituted 22-8% of all cultures isolated from cases 
of gastro-enteritis in man. In man Salm. cholerae-suis 
was isolated 149 times (5% of total cultures) and of these 


cases 24 (16%) were fatal. It was isolated from 84 
specimens of blood. These figures represent 45-6% of 
all positive blood cultures and 41-3% of the known total 
fatal cases. Salm. cholerae-suis is therefore marked by 
its invasiveness in man. The absence of asymptomatic 
human carriers of Salm. cholerae-suis is noteworthy, 
The majority of infections occurred in children. 

Of the 2,949 cultures isolated from man, 86 were iso- 
lated from sources other than blood and faeces; some of 
the sources of the cultures were endocardium (5), 
periosteum (1), joints (5), and spinal fluid (18). 

Twenty-three types were found in egg-powder; Salm. 
oranienburg, Salm. thompson, Salm. typhi-murium, 
Salm. bareilly, and Salm. montevideo, in that order, were 
the types most frequently found. 

The role of the asymptomatic human carrier and the 
part played by animal reservoirs of infection in the 
epidemiology of Salmonella infections are discussed. 

A. Sachs 


1254. Studies on the Action of Penicillin. VII. Develop- 
ment of Penicillin Resistance by Meningococcus in vivo 
C. P. MILLER and M. BounuHorr. Journal of Infectious 
Diseases [J. infect. Dis.| 83, 256-261, Nov.—Dec., 1948. 
2 figs., 6 refs. 


Groups of mice were infected by intraperitoneal 
injection of 1 ml. of a standard inoculum of approxi- 
mately 100,000 meningococci (10,000 to 100,000 MLD) 
suspended in 4% mucin, and then treated 2 and 6 hours 
after inoculation with graded doses of penicillin. A 
culture from heart’s blood was used for each succeeding 
passage inoculation. 

A type 1 meningococcus, completely inhibited on 
blood agar containing 0-7 unit of penicillin per ml. but 
growing well on 0-3 unit per ml., was used in the experi- 
ments. The dose of penicillin which protected approxi- 
mately half the mice (PD 50) was estimated for each 
passage inoculation. At the beginning of the experi- 
ment the PD 50 was 10 units but this figure rose slowly at 
first and then rapidly and reached a level of 1,700 units at 
the 6lst passage. From time to time resistance of the 
strain was determined in vitro. The table below shows 
that the resistance acquired in vivo was reflected in 
increased resistance in vitro. 


Passage | PD 50 Units* Resistance 
No. in vitro ** 
8 19 0-3 
9 40 0-4 
13 250 8-0 
15 550 12-0 
16 750 14-0 
17 1,000 16-0 


* Number of units which protected one-half of the mice. 


** Maximum concentration of penicillin (units per ml. of 


media) on which the growth occurred. 


Resistance developed in vivo was slowly but not 
completely lost after prolonged cultivation on artificial 
media and also after several months’ storage in the frozen 
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state. Virulence of these strains was maintained 
throughout the experiments. Both in vivo and in vitro 
resistant meningococci showed the same morphological 
abnormalities—larger size and deeper staining than 
normal meningococci. There was no change in the bio- 
chemical reactions or type specificity. Penicillinase was 
not demonstrable in the strain after it had acquired 
resistance in vivo. [Full experimental details are given 
in the original.] A. Sachs 


1255. Inhibition of the Shwartzman Phenomenon by 
Local Application of Bromobenzene and Other Solvents 
L. THOMAS and C. STETSON. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 69, 409-413, Dec., 1948. 7 refs. 


Rabbits prepared by intradermal injection of meningo- 
coccus toxin, or of purified polysaccharide from Serratia 
marcescens, or of ** agar washings ”’ filtrate of Bacterium 
coli, developed a typical Shwartzman reaction when the 
same substance was injected intravenously about 20 
hours later. If the prepared area was swabbed over with 
bromobenzene (25 to 50% in ether) at any time between 
the intradermal and the intravenous injection, the 
Shwartzman reaction was inhibited. If bromobenzene 
was applied before the preparatory injection, or after the 
intravenous injection, the Shwartzman reaction was 
unaltered; maximum inhibition was produced by swab- 
bing with bromobenzene 16 to 20 hours after the prepara- 
tory injection. Chlorobenzene, iodobenzene, and ben- 
zene have a similar but less pronounced inhibitory effect; 
chloroform and methyl salicylate have an inhibitory 
effect in most animals. when applied 20 hours after the 
preparatory injection, but give much less constant 
results after earlier application. All these substances 
increase the permeability of the vessels in normal, but not 
in prepared skin. C. L. Oakley 


1256. In vitro Cultivation of the Rat Leprosy Organism 
R. AsHpeL and A. PoyakorF. Journal of Infectious 
Diseases [J. infect. Dis.] 83, 279-282, Nov.—Dec., 1948. 
1 fig., 7 refs. 


A strain of infected rats was obtained from the 
National Institute of Medical Research, London, in 
1937 and the leprosy was maintained by passage through 
rats until 1940. 

For culture experiments, 76 tubes of various media 
were inoculated with material (portions of lepromas, 
pieces of liver and spleen containing numerous lepra 
organisms) from ten rats previously infected from other 
rats. The media used were semi-solid agar, semi-solid 
agar with rabbit blood or rabbit serum, egg slants 
flooded with Locke’s solution, and plain nutrient agar. 
The tubes were kept under observation for years, saline 
being added from time to time. Of the 76 tubes, 66 
gave a positive result, but in 10 tubes there was no 
multiplication until 14 years had elapsed. Most of the 
growth was in a pellicle on the agar and there was some 
growth along the stab. On subculture, growth was 
obtained in all these media. When cultures were 
allowed to dry over a long period of time there was a 
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diminution of the non-acid-fast bacteria and a con- 
comitant increase in the acid-fast organisms. Once 
satisfactory cultures were established it was a simple 
matter to obtain rich subcultures in a short time in a 
wide variety of media. On some.egg media growth is 
visible in 24 hours. Both new and old cultures show 
pleomorphism. 

For rat-to-rat passage 0-2 to 0-5 ml. of macerated 
leproma was injected either subcutaneously, intra- 
peritoneally, or intracranially; of 100 animals 97 died in 
6 to 10 months. The organs of these animals were 
riddled with acid-fast bacteria. One hundred rats were 
injected with primary cultures and various subcultures. 
Of 53 killed from 2 days to 14 years after inoculation, 22 
contained acid-fast bacilli. Of 47 animals killed between 
1 and 3 years after inoculation 10 had developed typical 
rat leprosy and 9 various neoplasms. (This is far in 
excess of the number of neoplasms expected to occur 
spontaneously.) In an experiment still in progress, 62 
tubes of various media were inoculated from 6 leproma- 
bearing rats infected from culture material. Of these, 
25 gave positive cultures, but insufficient time has elapsed 
to conclude that the remaining tubes are really negative. 

The authors state that it appears likely from these 
experiments that an acid-fast bacillus (the Stefansky 
bacillus) is the cause of rat leprosy and that its artificial 
culture has been achieved. Certain points of similarity 
to the vole bacillus were noted in culture and animal 
experiments. The authors consider that their success 
was due to the lengthy period of incubation and possibly 
also to the drying of the media. A. Sachs 


1257. Studies on a Factor in Whole Wheat Flour, 
Modifying Pneumococcal Infection in Mice 

M. Dworetzky. Journal of Immunology [J. Immunol.] 
61, 17-26, Jan., 1949. 1 fig., 21 refs. 


If mice are fed on a whole-wheat bread diet or on an 
acid extract of whole-wheat flour for 5 days before and 
6 days after infection with Type I pneumococci, they show 
a slight but significant reduction in survival time as 
compared with similar animals fed on a satisfactory 
basal diet or on “* Wayne dog blox”’. The final per- 
centage mortality was, however, unaffected. Active im- 
munization resulted in a large reduction in mortality, 
there being no difference between animals fed on whole- 
wheat bread or acid extract of whole-wheat flour and the 
controls. The authors conclude that the wheat bread 
and flour extract contain growth-stimulating factors for 
the pneumococcus. C. L. Oakley 


1258. Resistance to the Action of the Endotoxins of 
Enteric Bacilli in Man 

H. R. MorGan. Journal of Clinical Investigation [J. 
clin. Invest.] 27, 706-709, Nov., 1948. 1 fig., 8 refs. 


Somatic antigen extracts of Salmonella typhi, Salm. 
paratyphi B, and Shigella shigae, when injected intra- 
venously into different groups of individuals, produced a 
characteristic febrile reaction and other constitutional 
symptoms, which lasted up to 8 hours or more. Subse- 
quent injections of increasing doses demonstrated rising 
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tolerance to the toxic substance. After tolerance had 


been established to the extract of one organism, the - 


injection of extracts of either of the other organisms, or 
both, failed to produce reactions. In other words, the 
administration of any one antigen conferred resistance 
against all three. This resistance appeared, from the 
results obtained, to be entirely unrelated to O-agglutinin 
production, and it was found to be of short duration— 
about 4 weeks. It is suggested that this presumably 
non-specific toxic substance may be responsible for some 
of the tissue changes seen in fatal cases of typhoid fever. 
H. J. Bensted 


1259. Brucella abortus and Fat-soluble Growth Factors. 
(Rustové pusobky rozpustné v oleji u brucella abortus) 
J. Casopis Ceskych (Cas. Lék. ées.) 87, 
1215-1219, Dec. 1948. 1 fig., 27 refs. 


The influence of growth factors on Brucella abortus 
was first studied after its successful culture in synthetic 
media. The author tried to determine whether fat- 
soluble vitamins could act as growth factors. He first 
studied growth of 18 strains of Br. abortus on media 
containing various concentrations of differentiating dyes. 
Better results were obtained by using Huddleson’s liver 
infusion agar diluted with fuchsin and thionin than by 
using tryptose agar with thionin and fuchsin. With 4 
strains growth was obtained in synthetic liquid media 


containing only NaCl, MgSO,, K;HPO,, (NH,).SO,, 


and glucose. A definite stimulation of growth due to 
vitamin A was demonstrated by adding fat-soluble 
vitamins to the synthetic medium. Vitamin A proved to 
be an essential growth factor in the majority of experi- 
ments. With all the 18 strains of Brucella abortus 
cultured on agar medium addition of 15 ug. vitamin A 
per ml. caused much more rapid growth than on control 
media. Vera Novy 


1260. An Improved Technique for the Recovery of the 
Tubercle Bacillus from the Cerebrospinal Fluid. (Per- 
fezionamento della tecnica della ricerca batterioscopica 
del bacillo di Koch nel liquor) 

A. MuratTore and G. PAsQuINUCCI. 
Pediatrica [Riv. clin. Pediat.) 47, 60-65, Jan., 1949. 
5 figs. 


1261. Results of Direct Bacteriological Examination of 
the Cerebrospinal Fluid in Cases of Tuberculous Meningitis 
Undergoing Streptomycin Treatment. (Risultati dell’- 
esame batterioscopico diretto sul liquor nella meningite 
tubercolare in corso di terapia streptomicinica) 

A. Muratore and G. Pasgutnucci. Rivista di Clinica 


Pediatrica [Riv. clin. Pediat.] 47, 66-69, Jan., 1949. 
6 figs. 


1262. A Simple Method for the Determination of 
Bacterial Sensitivity to Sulphonamides by the Use of 
Blotting-paper Disks 

R. J. Evans. Journal of Hygiene [J. Hyg., Camb.] 46, 
422-425, Dec., 1948. 2 figs., 9 refs. 


Rivista di Clinica’ 


1263. Studies and Researches in the Mycobacteria. La: 
General Introduction and List of Stock Cultures and 
Newly-isolated Strains. (Studi e ricerche sui micobat- 
teri. Ia: Premesse generali ed elenco dei ceppi di 
collezione e di nuovo isolamento) 

G. Penso, C. CATTANEO, M. MORELLINI, and V. OrTALI. 
Annali dell’Istituto Carlo Forlanini’’ [Ann. Ist. C. 
Forlanini] 11, 481-498, 1948. Bibliography. 


IMMUNITY 


1264. Immunological and Electrophoretic Studies on 
Human y-Globulins 

B. V. JaGeR, E. L. SmMitH, M. NICKERSON, and D. M. 
Brown. Journal of Biological Chemistry [J. biol. Chem.] 
176, 1177-1187, Dec., 1948. 4 figs., 18 refs. 


Though the human y-globulin fractions II-1, -2 and 
II-3 (isoelectric points pH 7-3 and pH 6°85 respectively) 
appear inhomogeneous in the ultracentrifuge and show 
some signs of electrical inhomogeneity, they behave as 
single and equivalent antigens when mixed with rabbit 
antisera in precipitin tests. The amount of y-globulin in 
human sera, as estimated by its power to combine with 
y-globulin antisera, is about 10% greater than that esti- 
mated by electrophoretic analysis. 

It is concluded that the term y-globulin may include 
substances differing in isoelectric point, electrophoretic 
mobility, and molecular weight. C. L. Oakley 


1265. Studies of the Complement-fixation Reaction in 
Virus Systems. IV. Mumps Virus Antigens and Antisera 
C. E. Rice and R. V. L. WALKER. Canadian Journal 
of Public Health (Canad. J. publ. Hith| 39, 493-497, Dec., 
1948. 20 refs. 


Employing the quantitative complement-fixation 
technique of Wadsworth, Maltaner and Maltaner (J. 
Immunol., 1931, 21, 313), the authors studied five groups 
of human sera. Two mumps virus antigens were used, 
one being a pool of infected allantoic fluid (containing a 
high concentration of the virus-bound “* V ”’ antigen) and 
the other an extract of infected chorio-allantoic mem- 
branes (containing larger amounts of the “S”’, or 
soluble, antigen). Both were from eggs inoculated on 
the 8th day and incubated subsequently for 4 to 5 days, 
and both were heated for 30 minutes at 50° C. before use. 
Control antigens from uninfected eggs were also used. 

Of 15 sera from cases of mumps encephalitis—the 
majority collected early in the disease and shortly after 
the onset of symptoms—10 had titres of 10 or more with 
the chorioallantoic membrane antigen, but only 2 had 
titres of this order with the allantoic fluid antigen. Of 
8 sera from cases of undetermined origin and 61 speci- 
mens sent to the laboratory for Wassermann reaction 
none had titres of this magnitude. Of 25 pairs of acute 
phase and convalescent sera from an outbreak of enceph- 
alitis in Manitoba [not otherwise specified] 2 had titres 
of 10 or more with the allantoic fluid antigen. A fifth 
group of sera from 7 cases of poliomyelitis also gave low 
titres. [It seems unfortunate that sera from cases of 
uncomplicated mumps were not included in what appears 
to be a useful piece of work.] R. Hare 


IMMUNITY 


1266. An Attempt to Produce Bacterial Agglutinins in 
vitro 

L. B. FastieR. Journal of Immunology [J. Immunol.] 60, 
399-404, Nov., 1948. 19 refs. 


Suspensions of rat phagocytes (polymorphonuclear 
leucocytes, macrophages, bone-marrow cells, and splenic 
cells examined separately) were incubated in rat serum 
with Salmonella paratyphi B. At intervals between 48 
and 196 hours the mixtures were centrifuged and the 
supernatants inoculated into rats. No serum agglutinins 
for the bacteria were detected in the rats; thus soluble 
antigens were not demonstrated to result from phago- 
cytosis occurring in the suspensions. No agglutinins 
appeared in the mixtures themselves. Similar mixtures 
of phagocytes and bacteria were incubated as tissue 
cultures with serum and Tyrode’s solution. After 3 
days fragments of mixed spleen, macrophage, or lympho- 
cyte suspensions were added and incubation was con- 
tinued for from 3 to 12 days. 
of agglutinins was not detected in any of these cultures, 
nor were soluble antigens found. D. G. ff. Edward 


1267. Experiments on the Standardization and Keeping 
Properties of Tetanus Antitoxin in the Tropics 

R.K. Goya. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 51, 259-263, Dec., 1948. 6 refs. 


Batches of commercial tetanus antitoxin were titrated 
to determine their potency; as great a difference in unit- 
age as 46% was found when three toxins prepared from 
different strains of Clostridium tetani were used for the 
tests. It is therefore impossible for a standardization 
laboratory to determine the exact unitage of antitoxin 
unless a standard toxigenic strain of C/. tetani is used. 
The same strain should be universally employed, at least 
in India. 

Antitoxin stored in that country at room temperature 
(45° to 86° F.) deteriorated at the rate of 15 to 37% per 
annum. The rate of deterioration depended to some 
extent on the method of concentration and was less for 
an enzyme-disaggregated product. Indian manufac- 
turers should therefore allow at least a 30% excess in 
unitage for each year of storage. D. G. ff. Edward 


1268. The Specificity of Immune Human Serum Anti- 
hyaluronidase 

R. T. THompsoN and F. E. Moses. Journal of Clinical 
Investigation [J. clin. Invest.| 27, 805-809, Nov., 1948. 
18 refs. 


Sera of patients: bled at intervals during illnesses 
caused by blood-stream infections due to pneumococci, 
staphylococci, Salmonella typhi, and Bacterium coli were 
tested for antihyaluronidase activity by titrating each 
serum against similar strengths of a number of different 
hyaluronidases. The hyaluronidases used were unrefined 
filtrates of 72-hour cultures of the following: three 
Pneumococcal types, Staphylococcus aureus, B-haemo- 
lytic streptococci, and Clostridium  welchii. Serial 
dilutions of each serum were incubated with a constant 
amount of hyaluronidase, and the mixture was subse- 
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quently tested for residual hyaluronidase by a modifica- 
tion of McClean’s mucoprotein clot-prevention test. 

The patients with pneumococcal infections showed 
rises in titre of serum antihyaluronidase antagonistic to 
pneumococcal hyaluronidase, but no such rise to any 
other hyaluronidase. There was no indication that this 
specificity went as far as type specificity. The same sort 
of species specificity was indicated in a staphylococcal 
infection. Sera from other patients failed to show any 
evidence of antihyaluronidase activity against heterolo- 
gous hyaluronidases. 

It would thus appear probable that the antihyaluroni- 
dase present in immune serum is specifically antagonistic 
to the hyaluronidase of the particular species of organisms 
from which the antigen is derived, and is different from 
the antihyaluronidase found in the plasma of normal 
animals and human beings, which has been shown to be 
non-specific. H. J. Bensted 


1269. Determination of Antibody Content of Lymphoid 


Cell Extracts 
F. Spear. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 33, 1563-1565, Dec., 1948. 3 refs. 


A simple dilution method is described by which 
double dilutions can be made in volumes of 0-05 ml. from 
small volumes of extracts of biological material. Atten- 
tion is drawn to the fact that estimates of antibody in 
lysed lymphoid cells may be rendered grossly inaccurate 
if care is not taken to remove adherent antibody by 
thorough washing. 

[The method described is not particularly accurate, as 
no account is taken of losses on the pipettes when 
removing three amounts of 0-05 ml. from a total volume 
of 0-5 ml. The directions in the table are not internally 
consistent; apparently ‘0-05 from tube 4 ”’ in tubes 8, 9, 
10, should read 0-05 from tube L. Oakley 


1270. On the Influence of Immune Hemolysin on Red 
Blood Corpuscles in vivo-and vitro. [In English] 

C. WASASTJERNA. Acta Medica Scandinavica [Acta med. 
scand.| 132, 132-149, Dec. 8, 1948. 2 figs., 22 refs. 


An acute haemolytic anaemia was produced experi- 
mentally in guinea-pigs by the repeated intraperitoneal or 
single intracardiac injection of a haemolysin obtained 
by the immunization of rabbits with washed guinea- 
pig erythrocytes. Spherocytosis (a diminution in the 
cell diameter with an increase in thickness) preceded 


haemolysis. Splenectomy had been performed on 5 out 
of the 14 animals which developed haemolytic anaemia 
after the intracardiac injection, but in all of them the 
reaction was less severe than in the intact animals. In 
vitro tests demonstrated a weaker haemolytic reaction 
than occurred in vivo, with a similar increase in cell 
thickness. E. T. Ruston 


1271. Immunity to Anthrax. Production of the Cell-free 
Protective Antigen in Cellophane Sacs 

G. P. GLapstone. British Journal of Experimental 
Pathology (Brit. J. exp. Path.) 29, 379-389, Oct., 1948. 
3 figs., 4 refs. 
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1272. Combined Immunization Against Diphtheria, 
Tetanus and Pertussis in Newborn Infants. II. Duration 
of Antibody Levels. Antibody Titers After Booster Dose. 
Effect of Passive Immunity to Diphtheria on Active 
Immunization with Diphtheria Toxoid 

P. A. Di SANT’AGNESE. Pediatrics [Pediatrics] 3, 181- 
194, Feb., 1949. 3 figs., 18 refs. 


Newly born babies were immunized against tetanus, 
diphtheria, and pertussis, and the degree of protection 
was estimated 1 month, 4 months, and 10 months after 
the last injection. The number who remained protected 
against diphtheria declined steadily; 104 out of 123 
(84:6%) were found to have a satisfactory antibody 
titre one month after immunization, 74 out of 103 (70%) 
after 4 months, and 44 out of 57 (77%) after 10 months. 
On the other hand, all the children were found to be pro- 
tected against tetanus at the age of | year, although there 
was a drop in the antitoxin titre. Only 68 of 125 (54-4%) 
babies were protected against pertussis one month after 
the last injection, and this number fell to 36 out of 108 
(33%) 4 months later. One group of children was given 
a booster dose at 6 months and another at 1 year. Of the 
former, only 1 out of 62 children was found to be un- 
protected against diphtheria 10 to 30 days later, but this 
proportion rose to 5 out of 42 in six months. Of the 
group given a booster dose at 1 year, 20 out of 29 children 
(77%) were found to be protected in 10 to 30 days. In 
the case of pertussis agglutinins, however, it appeared 
as if only about 60% of infants could develop a pro- 
tective titre even after re-injection, and half of these 
lost their immunity 6 months later. With this, as with the 
diphtheria-antitoxin titres, there was a striking difference 
between those re-injected at 6 months and at 1 year, 
presumably because the immune mechanisms of the 
younger infants were immature. 

Although the diphtheria antitoxin present at birth 
did not prevent sensitization of the antibody-forming 
tissues to the diphtheria antigen, it did decrease signifi- 
cantly the amount of antitoxin actively produced in 
response to basic inoculation. J. Vernon Braithwaite 


1273. Cup Feeding of Newborn Infants 
R. C. FREDEEN. Pediatrics [Pediatrics] 2, 544-548, Nov., 
1948. 1 fig., 1 ref. 


1273 (a). Effects of Cup, Bottle and Breast Feeding on 
Oral Activities of Newborn Infants 


H. V. Davis, R. R. Sears, H. C. MILuer, and A. J. . 


BropBeck. Pediatrics [Pediatrics] 2, 549-558, Nov., 
1948. 1 fig., 6 refs. r 


The question of the manner in which babies should 
“be fed forms the subject of two recent articles. In 
the first the author advocates cup feeding as opposed to 
bottle feeding. It is claimed that this method avoids 
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the danger of a “‘ hunger strike ” at the time of weaning 
because the contact between mother and infant is more 
closely maintained and that for this reason, in babies who 
are not breast-fed, cup feeding is preferable to the use of a 
bottle. As a method of feeding children with hare-lip 
or cleft palate the cup appears to be the vehicle of choice, 
in that the danger of aspiration pneumonia is overcome, 
and the same is true of infants with upper respiratory 
infections and of premature babies. 

The second paper deals with three separate groups of 
20 babies each who were fed by cup, bottle, and breast, 
respectively, during the first 10 days of life. The 
breast-fed group showed the stronger sucking reflex 
[this is, of course, not surprising], but there were stated 
to be few significant differences in the “‘ measured forms 
of behaviour”. The,authors admit that they can offer 
no final solution of whether or not the oral “ drive ”’ is 
wholly inborn or entirely learned, or is a resultant of 
both influences. It seems clear that cup-fed babies 
show no signs of frustration. Patrick Mallam 


1274. Adjustment of Electrolytes and Water Following 
Premature Birth (with Special Reference to Edema) 

C. A. SmitH, S. YUDKIN, W. YOUNG, A. MINKOWSKI, 
and M. CusHMAN. Pediatrics [Pediatrics] 3, 34-48, 
Jan., 1949. 6 figs., 18 refs. 


Clinical and biochemical data obtained by the study 
of 10 premature babies are analysed. The incidence 
and significance of oedema in association with pre- 
maturity is stressed and the belief, derived from previous 
work on the subject, that oedema is not to be correlated 
with the level of serum proteins is reaffirmed. Defective 
renal function could not be adduced to explain the 
frequent occurrence of oedema after premature birth, 
since the amounts of urine voided by these infants in the 
first 2 days of life were actually greater than those of 
full-term infants studied under comparable conditions, 
and of similar concentration. Oedematous babies were 
found to have considerably higher blood urea concentra- 
tions than non-oedematous infants, and this again was 
not due to poor renal clearance; in fact, loss of nitrogen 
in the urine was greater in the oedematous cases than 
normal. There must, therefore, have been increased 
tissue breakdown associated with the occurrence of 
oedema, the significance of which is doubtful. Before 
feeding was commenced (in no case under 52 hours, 
though water was given to 2 infants from 16 hours after 
birth) relatively large amounts of sodium, potassium, 
and nitrogen were lost in the urine, and sodium and 
chloride continued to be lost while the oedema was 
clearing. The factors which govern the degree and 
disappearance of oedema are not known, but the 
similarity between the features of this oedema and the 
administration and subsequent withdrawal of desoxy- 
corticosterone in animal experimentation is stressed. 


woe 


The large size of the foetal suprarenal gland and its 
degeneration soon after birth should not be overlooked ; 
it is suggested that endocrinological processes occurring 
in mother and infant during the last part of pregnancy 
may govern the presence of oedema. M. Baber 


1275. Some Cases of Acrodynia, with Special Reference 
to Atypical Forms and to the Action of Vitamin B,. (Su 
alcuni casi di acrodinia infantile (Con speciale riguardo 
alle forme atipiche ed all’azione del fattore Bg) ) 

N. CARRARA. Lattante [Lattante] 19, 577-588, Oct., 
1948. 1 fig., 9 refs. 


The author discusses the problem of pink disease in 
connexion with 10 cases seen by him at the Civic Hospital, 
Gorizia. Six of these cases were typical and one case 
history is given in detail. Two cases are reported as 
atypical and case histories are given (a girl of 8 months 
and a girl of 10 years of age respectively). Two further 
patients, a girl of 27 months and a girl of 2 years of age, 
had no skin lesions. They had, however, a high blood 
pressure and pulse rate and a blood-sugar level of 105 and 
120 mg. per 100 ml. respectively, in addition to suggestive 
general symptoms. Some of the patients were treated 
with pyridoxine (20 to 30 mg. daily, on an average) 
although they also received atropine, “ bellergal ’’, and 
other vitamins (including some belonging to the B group). 
On the whole the author was impressed by the rapid 
favourable response to pyridoxine and by the deteriora- 
tion of the clinical condition which followed with- 
drawal of this vitamin. P. E. Polani 


1276. Acrodynia and Mercury Poisoning. (Acrodynie 
en kwikvergiftiging) 

S. VAN CREVELD and M. M. P. PauLsseN. Nederlandsch 
Tijdschrift voor Geneeskunde {Ned. Tijdschr., Geneesk.] 
93, 249-254, Jan. 22, 1949. 2 figs., 13 refs. 


In a somewhat atypical case of acrodynia in a 19- 
month-old child with severe skin lesions BAL (British 
anti-lewisite) was given. With this therapy the symptoms 
disappeared quickly. An increased excretion of mer- 
cury, 360 yg. per litre of urine. was noted during BAL 
treatment; after rising, on withdrawal, up to 400 yg. per 
litre, the figure soon diminished to 10 to 15 jug. per litre. 

Halbertsma (Excerpta Medica) 


1277. The Use of Caronamide in Pediatrics 
T. L. Perry. Pediatrics [Pediatrics] 3, 75-81, Jan., 
1949. 15 refs. 


Caronamide (4’-carboxyphenylmethane sulphonani- 
lide) is capable of producing a reversible inhibition of 
penicillin excretion by the renal tubules, the route by 
which 80% of penicillin in the urine is excreted. The 
author reports on its use in the Los Angeles Children’s 
Hospital, 21 children, aged from 7 days to 12 years, being 
given penicillin by 3-hourly intramuscular injections for 
varying periods. Caronamide was given orally in 
crushed tablet form, or in a 20% suspension, in doses of 
0-4 to 0-8 g. per kilo body weight. Blood samples were 
withdrawn half an hour and 3 hours after penicillin 
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injection for serum penicillin assay during, before, and 
after caronamide administration. Serum penicillin 
levels were determined by a modified Rammelkamp 
serial dilution method. Serum caronamide was deter- 
mined by the colorimetric method of Ziegler and Sprague 
(J. Lab. clin. Med., 1948, 33, 96). . 

After half an hour the serum penicillin level had been 
increased in some cases up to 16-fold by caronamide, the 
average increase being 2- to 4-fold. After 3 hours the 
level was raised 2- to 128-fold by caronamide, the average 
rise being 16-fold. There appeared to be no correlation 
between caronamide and penicillin levels. A serum 
level of 8 mg. caronamide per 100 ml. significantly in- 
creased serum penicillin levels in children; a 20 to 30 
mg. per 100 ml. level has been considered optimal in 
adults. No serious toxic effects were observed. Mild 
nausea and vomiting occurred in two cases; small 
amounts of reducing substance in the urine were found 
in 8 cases; all patients showed false ‘“ albuminuria”’, 
due to precipitation of caronamide itself by the usual 
reagents. Caronamide produced a reversible inhibition 
of tubular excretion of phenol red; in one patient 
receiving caronamide for 56 days tubular function became 
apparently normal within a few hours of stopping the 
drug. The author considers that caronamide is indicated 
in paediatrics in cases in which high penicillin levels are 
required in the blood, as in subacute bacterial endo- 
carditis, infections with penicillin-resistant organisms, 
or cases in which penicillin must penetrate deep granula- 
tion tissue. Twelve illustrative cases are described, 
mostly of infection with staphylococci The results of 
in vitro tests of sensitivity could not always be correlated 
with effective in vivo levels of penicillin. 

A. T. Macqueen 


1278. Mother-child ABO Incompatibility. A Relation 
of Secretor Status to Mental Deficiency 

H. YANNET and R. LIEBERMAN. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 76, 176-183, 
Aug., 1948. 17 refs. 


Incompatibility of ABO blood groups in mother and 
child occurs in 20% of all pregnancies. Secretion of 
group substance has often been suggested as one of the 
mechanisms by which foetuses are protected from the 
effects of anti-A and anti-B substances, except in very 
rare instances. Saliva swabs and gastric juice were 
tested for group substance in 280 children. The test 
antisera used are simply described as of “ high titre’’, 
and it is not clear whether they were the same or similar 
throughout the tests. The authors had some difficulty 
in repeating their experiments, and consider that an 
individual can be classed as a non-secretor if his group- 
substance titre is less than 1 in 25, or 1 in 16 in gastric 
juice, with their technique. 

Using these criteria, they find that in 157 mentally 
deficient children whose defect could be defined the 
incidence of AB incompatibility of parents was 20%, 
whereas in 123 “ undifferentiated children’’ (with no 
apparent cause for mental deficiency) the incidence of AB 
incompatibility of parents was 31%. Of 20 individuals 
whose parents showed AB incompatibility and were non- 
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secretors, 4 had mental deficiency of known cause and 16 
were “ undifferentiated mental deficients ”’. Of these 16, 
however, 7 were firstborn children. 

On this meagre evidence, the authors conclude that 
serious cerebral damage may occur as a result of ABO 
iso-immunization, without significant involvement of the 
blood or other organs. John Murray 


1279. Corynebacterium diphtheriae as a Cause of 
Enteritis and Toxic Diseases of the Newborn. (Maczu- 
gowiec blonicy jako czynnik etiologiczny biegunek i 
zatrucia noworodkdéw) 

H. Kwitowa. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 3, 1532-1536, Dec. 20, 1948. 


This paper gives an interesting account of an epidemic 
of gastro-enteritis with toxaemia which occurred in a 
hospital ward for the newborn in Lublin. In 1945 and 
again in 1947 there was a sudden outbreak of severe 
gastro-enteritis and jaundice of unknown origin and the 
ward had to be closed. Bacteriological investigations 
were carried out, and several carriers of Corynebacterium 
diphtheriae were found among the staff and visitors. 
When the ward was reopened, special attention was 
paid to diphtheria as the cause of gastro-enteritis of 
unknown origin. From 128 newborn children nasal 
swabs were taken, and in 87 of them C. diphtheriae was 
found; among these 87, 22 showed clinical symptoms. 

The clinical manifestations of nasal diphtheria in these 
newborn infants could be divided into four main groups: 
(1) gastro-enteritis, 15 cases; (2) myocarditis, 3 cases; 
(3) severe jaundice, 2 cases; (4) purulent rhinitis, 2 
cases. The author describes in detail 8 cases of gastro- 
enteritis with toxaemia due to nasal diphtheria. Treat- 
ment with antitoxin in a dose of 4,000 to 7,000 units 
produced excellent results even in the most serious cases. 
Only one patient died. 

The author discusses the precautions which should be 
taken against carriers, and points out that the nasal 
mucosa of the newborn is readily infected by C. diph- 
theriae. \n 2 infants delivered by Caesarean section the 
organism was present 2 hours after delivery. In one case 
it was found one hour after normal delivery, and the 
possibility that infection occurred during the passage 
through the genital tract cannot be excluded. 

J. T. Leyberg 


1280. Hypoprothrombinemia in Penicillin Treatment of 
Acute Infections in Infants. [In English] 

S. Axtrup. Acta Paediatrica [Acta paediatr., Stockh.} 
35, 351-354, 1948. 3 refs. 


A fall in the blood prothrombin level after treatment 
with intramuscular penicillin is reported in 3 cases. The 
first was that of a boy of 5 months with gastro-enteritis 
and bronchopneumonia, who was given 10,000 to 
30,000 units 3-hourly, together with small doses (0:25 to 
0-125 g.) of sulphathiazole. On the 10th day, after 15 
ml. of blood had been given intramuscularly, he began 
to bleed from the therapeutic punctures. The penicillin 
was discontinued and 1 ml. of vitamin K was injected 
together with a further 15 ml. of blood. There was no 


further bleeding from the punctures, but large ecchy- 
moses appeared. Thereafter the general condition 
improved rapidly and he recovered. A fortnight after 
injections had begun, the prothrombin level had fallen 
from 73% to 36%; 3 weeks later it had risen to 63%. — 

The second case was that of a boy of 2 months with a 
respiratory infection and signs of meningeal irritation, 
Penicillin (20,000 units injected 3-hourly) brought about 
defervescence in a few days, but the patient looked pale 
and the blood prothrombin value was only 17%. Vitamin 
K was given for several days and the prothrombin level 
rose to 72%. Before penicillin treatment started 3 doses 
of 0-3 g. of “ prontosil rubrum” had been given, and 
sulphathiazole was given for 3 days after penicillin was 
discontinued. 

The third case was that of a male of 1 month with a 
respiratory infection. Apparently the patient was given 
penicillin (3,000 units 3-hourly) for 18 days. His condi- 
tion then deteriorated rapidly and blood began to ooze 
from the puncture sites. No prothrombin was found in 
his blood. Death occurred in spite of vitamin K therapy. 
At necropsy haemorrhages, but no inflammatory changes, 
were found in the lungs, with small haemorrhages in 
serous membranes and at injection sites. 

All the children were young and underweight, and 
although the hypoprothrombinaemia cannot definitely 
be attributed to the penicillin it seems highly probable 
that this was the cause. Similar symptoms have pre- 
viously been recorded after large intramuscular doses of 
the antibiotic. [In the first two cases, sulphonamides 
may have influenced the blood prothrombin level, and in 
the third the administration of penicillin was unduly 
prolonged; moreover, the hypoprothrombinaemia may 
well have been a result of the original infection. There 
does not seem to be any reason to doubt the safety of 
penicillin in ordinary therapeutic doses for young infants.] 

J. Vernon Braithwaite 


1281. The Behaviour of Ascorbic Acid in Nutritional 
Disease During the First Two Years of Life. (Sul com- 
portamento dell’acido ascorbico nelle malattie della 
nutrizione durante il primo biennio di vita) 

T. Capeccut. Archivio Italiano di Pediatria e Pueri- 
coltura [Arch. ital. Pediat.| 12, 309-320, 1948. 45 refs. 


From the Paediatric Department of Rome University 
the author reports on 48 cases of “ malnutrition” in 
which he studied the behaviour of blood levels of ascorbic 
acid, its urinary excretion, and capillary resistance. 
Ascorbic acid was determined by the method described 
by Eekelen, Emmerie, and Wolff (1937); capillary 
fragility was assessed by the negative-pressure cup 
method of Frontali. The cases were subdivided into 
5 groups, according to the causative factors: simple 
dystrophy and atrophy, carbohydrate dystrophy, primary 
or secondary (infective) toxic dyspeptic disorders, ali- 
mentary toxicosis, and intestinal infection with of 
without toxic manifestations. Low values of ascorbic 
acid in blood and urine [jas defined by the author] were 
found in most cases. The values were particularly low 


in the group suffering from alimentary toxicosis. In- 
creased capillary fragility was almost always associated 


] 


with low levels in blood; on the other hand low levels in 
blood were not always associated with increased capillary 
fragility. Clinical improvement coincided with a rise in 
level in the blood. Ascorbic acid was given orally (with 
results similar to those achieved by parenteral administra- 
tion) in doses of 200 mg. daily for 4 to 7 days. This 
dosage caused a rapid increase in ascorbic acid excretion, 
a slower return to normal of the level in the blood, and, 
generally, a return to normal of capillary fragility. 
Detailed tables of individual findings are appended. 
P. E. Polani 


1282. The Pathology of Gaucher’s Disease in Early 
Childhood (with Special Reference to the Neurological 
Form). (Uber die Pathologie der Gaucherschen Krank- 
heit im friihen Kindesalter (mit besonderer Beriick- 
sichtigung der neurologischen Form) ) 

A. GIAMPALMO. Acta Paediatrica [Acta paediatr., 
Stockh.| 37, 6-48, 1949. 8 figs., bibliography. 


The author studied two siblings with Gaucher's disease 
beginning in the one case in infancy and in the other in 
early childhood and pursuing a rapidly fatal course. 
He collected from the literature another 28 cases of 
Gaucher’s disease occurring in the first year of life, and on 
the basis of these 30 cases he describes the pathological 
features and the symptomatology of Gaucher’s disease at 
this age. When the disease appears in infancy it differs 
from the same condition in older children and adults. 
The differences are that it runs a much more rapid course, 
death occurring always within the first two years of life, 
that superficial lymph nodes are usually enlarged, that 
skin changes are absent and blood changes slight, and 
that frequently neurological symptoms form a prominent 
part of the clinical picture. [The details of the clinical 
picture and the pathological changes, and the author’s 
views on the pathogenesis of the condition should be 
read in the original.] S. Doxiadis 


1283. Xerophthalmia in Infants and Hepatic Insuffi- 
ciency. (Xérophtalmie du nourisson et insuffisance 
hépatique) 

R. Houvet and R. Weekers. Archives d’Ophtalmologie 
[Arch. Ophtal., Paris] 9, 39-43, 1949. 20 refs. 


Although xerophthalmia in infants can arise from a 
primary dietary lack of vitamin A, it is more commonly 
due to various upsets in the digestive tract which may 
prevent absorption of carotene and fat-soluble vitamins. 
This also occurs (1) in the adult after operations on the 
gastro-intestinal tract; (2) in coeliac disease; (3) in 
ulcerative colitis; (4) in fibrocystic disease of the 
pancreas. More rarely the defect in metabolism is in 
the transformation of carotene into vitamin A by the 
liver, as would appear to be the case in the two infants 
whose clinical notes are given. 

The first patient, one of male twins, developed a 
fluctuating afebrile jaundice at 2 months. At 3 months 
he developed marked bilateral conjunctival xerosis, 
with early keratomalacia on one side. General examina- 
tion showed that the liver was enlarged. The stools 
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contained bile pigment and the urine urobilin without 
bile salts. Blood examination: erythrocytes, 2,000,000; 
leucocytes, 14,000 per c.mm. Colour index normal. 
Absence of vitamin A. Calcium, 10-4 mg. per 100 ml. 
Phosphate, 3:6 mg. per 100 ml. Phosphatase 18 
Bodanski units. Kahn and Meinicke tests negative. 
Erythrocyte sedimentation rate (Bots and Tessler), 25. 
Serum coagulation test (Weltmann) 0-3. The last two 


. figures indicate probable severe hepatic cirrhosis. By 


the method of Pratt and Fahey (Amer. J. Dis. Child., 
1944, 68, 83) it was found that absorption of vitamin A 
through the intestine was unaffected. With the daily 
injection of 60,000 units of vitamin A the eye lesions 
rapidly regressed, but the general condition became worse, 
the enlarged liver shrinking to much less than normal 
size, and death supervened. In addition to the fact that 
the twin brother, who was on an identical diet of con- 
densed milk with added sugar, was quite healthy, the 
laboratory tests showed the case to be one of hepatic 
dysfunction, not alimentary insufficiency. 

The second case was that of a premature boy aged 
74 months. He had been breast fed, with a daily 
supplement of 1,200 units of vitamin A, up to 50 days and 
since then had had condensed milk with added sugar. At 
34 months redness of both eyes was noted and 10 
days later bilateral corneal opacity. Fifteen days 
after the onset of the ocular symptoms there was only 
slight ciliary congestion, contrasting markedly with 
the severity of the keratomalacia which involved the whole > 
of both corneae. There were two perforations in the 
right cornea and one in the left, all with descemetoceles. 
The state of nutrition was satisfactory (although there 
were signs of mild rickets), the spleen was palpable, and 
the liver extended two finger-breadths below the costal 
margin. Stools were normal and contained bile pigment. — 
Urine contained much urobilin. Blood vitamin A 
content was 11 jg. per 100 ml. (normal 25 to 69 jug. per 
100 ml.). Intestinal absorption test normal. The 
possibility of excessive elimination of vitamin A by the 
kidneys was considered, but on no occasion was its 
presence detected in the urine. On the administration of 
180,000 units of vitamin A daily the corneal lesions healed 
with extensive scarring. In this case, although the signs 
of hepatic insufficiency were limited to enlargement of 
the liver and the presence in the urine of urobilin, there 
was certainly no gross dietary deficiency or failure of 
absorption of fat-soluble vitamins to which the kerato- 
malacia could be attributed. 

The liver plays two roles in the metabolism of vitamin 
A: the bile, by emulsifying the fats, permits the absorp- 
tion of fat-soluble vitamins, and the liver parenchyma 
transforms the carotene into vitamin A. Hence, night 
blindness from vitamin A deficiency is often a feature of 
cases of severe hepatic insufficiency. The xerophthalmia 
of avitaminosis A, according to the most widely accepted 
theory—that of Mellanby—is due to degeneration of the 
myelin sheaths of the trigeminal nerve resulting, in time, 
in Wallerian degeneration of the nerve fibres and Gas- 
serian ganglion. In the pre-xerosis stage corneal sensi- 


tivity may be reduced to one-hundredth of its normal 
value, and the lesions in the nerves of the cornea can be 
seen with the slit-lamp. 


L. E. Werner 
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Medicine : 


ALLERGIC DISORDERS 


1284. Quantitative Studies in Anaphylaxis. II. The 
Relationship of the Shocking Dose to the Sensitizing Dose 
E. J. Coutson, H. Stevens, and J. H. SHimp. Journal of 
Immunology [J. Immunol. 61, 11-15, Jan., 1949. 1 fig., 
13 refs. 


The dose of antigen required to produce gross anaphyl- 
axis in the sensitized guinea-pig increases with increase 
in the sensitizing dose, if the interval between the 
administration of the sensitizing dose and the “* shock- 
ing ’’ dose is kept constant at 21 days. The “ shocking ” 
dose may in some instances be less than the minimal 
sensitizing dose. C. L. Oakley 


1285. An Approach to the Problem of “ Epinephrine 


Fastness 


F. F. YONKMAN and F. L. Mour. Annals of Allergy 
[Ann. Allergy] 7, 60-61, Jan.—Feb., 1949. 5 refs. 


Asthma that does not respond favourably to successive 
doses of adrenaline can be explained on the basis that 
in such patients excessive amounts of histamine are 
released by the injections. Such cases should be treated 
by intravenous administration of antihistamine drugs. 

A, W. Frankland 


1286. Collagen Disease: Its Relation to Hypersensitive- 
ness 

L. H. Crier. Journal of Allergy (J. Allergy) 20, 116-132, 
March, 1949. 5 figs., 46 refs. 


One case each of lupus erythematosus disseminatus, 
scleroderma, and periarteritis nodosa is_ reported. 
These diseases and thrombo-angiitis obliterans, dermato- 
myositis, and the Libman-Sacks syndrome have a mul- 
tiple aetiology but the same fibrinoid degeneration of 
collagen occurs in all. Their relation to the phenomena 
of hypersensitiveness is discussed. H. Herxheimer 


1287. Clinical and Experimental Studies with Orthoxine 
in the Treatment of Bronchial Asthma 

J. J. Curry, J. E. Fucus, and S. E. Learp. Journal of 
Allergy [J. Allergy] 20, 104-110, March, 1949. 1 fig., 
8 refs. 


In four asthmatic subjects the vital capacity was 
reduced by the intravenous injection of 0-01 to 0-04 
mg. of histamine base and in 10 by 1 to 6 mg. of metha- 
choline intramuscularly. ‘“* Orthoxine ’’ (orthomethoxy- 
8-phenylisopropylmethylamine hydrochloride) was given 
beforehand (180 to 400 mg. orally or 200 to 250 mg. 
intramuscularly) in some of the experiments. In many 
cases a protective influence of this substance could be 
demonstrated, although the reduction in vital capacity 


General 


was only partly prevented. Five patients with spon. 
taneous attacks of asthma were also treated; in three of 
them the vital capacity showed a definite increase 1 to 2 
hours after the drug had been given. Orthoxine (200 
mg.) was equivalent in its action to about 30 mg. ephe- 
drine sulphate. H. Herxheimer 


1288. The Inhalation of 1-(3’,4’-Dihydroxypheny]l)-2- 
isoPropylaminoethanol (Norisodrine Sulfate Dust) 

L. R. Krasno, M. I. GRossMAN, and A. C. Ivy. Journal 
of Allergy {J. Allergy] 20, 111-115, March, 1949. 11 refs, 


** Norisodrine’’ is another name for “ aleudrine” 
(isopropylnoradrenaline). It is inhaled as a fine dust. 
[the size of the particles is not mentioned] from a car- 
tridge, from which it is released by a normal inspiration. 
One inspiration releases 3 to 5 mg. of the substance. 
Twenty-four asthmatic patients were treated with such 
inhalations, and 19 of them responded satisfactorily. 
Side-reactions were noted in 4 out of a total of 30 
subjects. H. Herxheimer 


1289. The Use of Cevitamic Acid in the Symptomatic 
and Coseasonal Treatment of Pollinosis 

E. A. Brown and S. L. Ruskin. Annals of Allergy 
[Ann. Allergy] 7, 65—70 and 154, Jan.—Feb., 1949. 22 refs. 


Vitamin C in doses of from 1,000 to 2,250 mg. gave 
50% or more relief to half of 60 patients with hay-fever 
due to ragweed. As the reactions were minimal, it is 
suggested that ascorbic acid in large doses may be a 
suitable adjuvant form of symptomatic treatment for 
seasonal hay-fever. A. W. Frankland 


1290. Clinical Evidence of Sensitivity to Gonadotropins 
in Allergic Women 

E. W. Pxuitirps. Annals of Internal Medicine [Ann. 
intern. Med.) 30, 364-373, Feb., 1949. 7 refs. 


Allergic women are sometimes sensitive to their own 
gonadotrophins. Such sensitivity can be rapidly con- 
trolled by an intradermal dose of “* synapoidin”’ (con- 
taining chorionic gonadotrophin and anterior-pituitary 
gonadotrophin). The sensitivity is the cause of a great 
deal of premenstrual distress and headache and it appears 
to be a cause of worsening of the allergic state which 
many women experience at or just before a menstrual 
period. Great relief and improvement can be obtained 
by giving to such women intradermal injections of very 
small doses of synapoidin. The average commencing 


dose is 0-02 ml. of a 1 in 5 dilution, two doses being given, 
one a week after a menstrual period and one a week 
before the next period, with a cautious increase in the 
dosage month by month. No attempt should be made 
at formal desensitization by large doses. An effective 
dose is one which gives the patient relief and comfort. 
310 


. The present author found in a large series of women, 
mostly war-workers in factories, that this simple proce- 
dure could not only lessen maladies such as “ menstrual 
migraine’ but also substantially reduce the severity of 
periodic exacerbations of other allergic disorders such as 
urticaria or asthma. G. F. Walker 


1291. Comparison of Atropine and Tripelennamine in 
Treatment of Peptone Shock in Dogs 

J. C. Davis and H. O. Haterius. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 70, 275-279, Feb., 1949. 2 figs., 
16 refs. 


Four groups of 5 or 6 dogs were given intravenous 
injections of 5 ml. per kg. of a 20% solution of Witte 
peptone. One group was treated 10 to 15 minutes 
beforehand with 2 mg. of atropine per kg., another with 
10 mg. of “* pyribenzamine ’’ per kg., and a third group 
with the same amounts of atropine and pyribenzamine 
combined, all by intravenous injection. The fourth 
group, of 6 dogs, served as control; 5 of these animals 
died within a few minutes after peptone injection, whereas 
all others except one survived. The blood pressure fell 
sharply after injection of peptone, and then increased 
again; this increase was quicker in those animals pro- 
tected by pyribenzamine than in those protected by 
atropine. It is believed that both histamine and acetyl- 
choline play a part in the causation of peptone shock, 
although the share of the former is more important. 

H. Herxheimer 


1292. Anaphylactoid Shock produced by Anti-platelet 
Serum 

W. O. Cruz and E. M. ba Sitva. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 70, 210-213, Feb., 1949. 14 refs. 


Platelets were obtained from guinea-pigs, dogs, rats, 
and rabbits by fractionated centrifugation and repeated 
washing with saline. Antisera to the platelets of the 
dog, guinea-pig, and rat were prepared in rabbits by 
repeated intravenous injections of platelets; the antiserum 
to rabbit platelets was prepared in the same way in guinea- 
pigs. Altogether 33 guinea-pigs, 7 dogs, 12 rabbits, and 
7 rats were studied. When the anti-platelet serum was 
injected intravenously or intracardially, severe shock 
resembling anaphylactic shock resulted in most cases. 
Very often purpuric lesions were seen in several organs. 
The relations between anaphylactic phenomena and 
purpura are discussed. H. Herxheimer 


1293. A Comparative Study of the Action of Various 
Sympathomimetic Amine Aerosols in Counteracting the 
Dyspnea and Bronchospasm Induced by Histamine and by 
Acety|-beta-methyl-choline 

M.S. SEGAL, J. F. BEAKEY, E. BRESNICK, and L. LEVINSON. 
Journal of Allergy Allergy] 20, 97-103, March, 1949. 
2 figs., 27 refs. 


Histamine diphosphate or acetyl-8-methylcholine 
(mecholyl) was injected intravenously in an amount that 
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_ received an injection. 
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reduced the vital capacity by at least 25%. Before this 
injection a protective aerosol, 1% adrenaline, 2:25% 
racemic adrenaline (“ vaponefrin”), 1% isuprel 
(“‘ aleudrine’’), or 1% neosynephrine was inhaled. 
[Neither the number of patients used in the experiments, 
nor the type and severity of their bronchospasm are 
described; the amount of aerosol inhaled is not given.] 
It was found that 1% isuprel protected against both 
histamine and mecholy! but caused some side reactions; 
0-5% isuprel protected better against mecholyl than the 
adrenalines but less well against histamine. Vaponefrine 
[naturally] protected better than 1% adrenaline, and 
neosynephrine had almost no protective action. 
H. Herxheimer 


1294. New Application of Tannin (Antihistamine Action). 
(Neue Anwendung des Tannins. Antihistamin-Wirkung) 
D. Gyire. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 79, 106-108, Feb. 5, 1949. 10 
refs. 


Tannic acid (1 ml. of a 1% solution) was added to 3 to 
4 ml. of the patient’s plasma, and this mixture injected 
intravenously, usually once. A number of different 
conditions were so treated. Of 208 cases of typhus 113 
admitted with a temperature of over 39° C. (102-2° F.) 
In 91 of them the temperature fell 
to normal on the same or on the next day (“* they became 
gradually apyrexial”’). The violent headache accom- 
panying the illness was favourably influenced. The 
injection of tannic acid also proved successful in some 
cases of serum sickness, urticaria, angioneurotic oedema, 
and herpes zoster. In rheumatic fever the results were 
good only in children; in migraine, hay-fever, and asthma 
they were variable. When 5 mg. of tannic acid was 
injected subcutaneously into rabbits sensitized by horse 
serum the Arthus phenomenon was suppressed. It is 
suggested that the action of tannic acid is similar to that 
of the antihistaminic drugs. H. Herxheimer 


1295. The Antibacterial Activity of Some of the Common 
Antihistamine Drugs 

J. M. Brewster and L. A. Dick. Texas Reports on 
Biology and Medicine [Tex. Rep. Biol. Med.] 7, 69-72, 
Spring, 1949. 1 fig., 3 refs. 


The authors, working in the U.S. Naval Hospital, 
Great Lakes, Illinois, have suggested the use of “* bena- 
dryl ” for the treatment of the common cold, and in this 
paper report the antibacterial effects of benadryl, 
neoantergan’”’, “ thenylene’’, and pyribenzamine 
when 48-hour trypticase broth cultures of Staphylo- 
coccus aureus were used as test organism. Benadryl was 
the only compound active at the concentrations used— 
0-05 to 0-50 mg. per ml. When 50 mg. was given by 
mouth 4-hourly for 24 hours a bacteriostatic level was 
approached in the blood of a healthy young male. The 
concentration of benadryl bacteriostatic against Staph. 
aureus was, however, high (50 to 500 mg. per litre) 
when compared with that of penicillin (0-006 mg. per 
litre). Malcolm Woodbine 
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1296. The Pharmacological Properties of Three New 
Antihistaminic Drugs 

A. M. LANps, J. O. Hoppe, O. H. StEGMUND, and F. P. 
LuDUENA. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 95, 45-52, Jan., 1949. 
15 refs. 


The three compounds tested were the heterocyclic 
substances, N’-(2-pyridyl)-N’-(3-thenyl)-N,N-dimethyl- 
ethylenediamine (““ WIN 2848°) and the 2-chloro-3- 
thenyl and 2-bromo-3-thenyl derivatives (“‘ WIN 2875 
and 2876°’). The unsubstituted compound is the most 
active. All stimulate the isolated uterus of the guinea- 
pig. By some tests WIN 2848 has the same order of 
antihistaminic activity as tripelennamine (‘ pyribenz- 
amine *’) but appears to be at least twice as active as the 
latter against histamine aerosol, on isolated perfused 
lungs, and against intravenous histamine, all in the 
guinea-pig. On isolated guinea-pig ileum, the anti- 
histaminic potencies of WIN 2848 and tripelennamine, 
expressed as the log of the effective dilution, are 8-3 and 
7:4. The toxicities of the two substances are practically 
identical. 

[Recently the Council on Pharmacy and Chemistry of 
the American Medical Association has endorsed the 
suggestion that no new antihistamine substance should be 
accepted unless it possesses distinct advantages as regards 
potency or toxicity. One must wholeheartedly echo this 
plea in view of the never-ending flow of new compounds 
with little or no advantage over those at present available. ] 

Derek R. Wood 


1297. The Anti-histamine, Anti-adrenaline and Anti- 
acetyl-choline Action of Thephorin. [In English] 

G. LEHMANN, L. O. RANDALL, and E. HAGAN. Archives 
Internationales de Pharmacodynamie et de Thérapie (Arch. 
int. Pharmacodyn.] 78, 253-267, Feb., 1949. 11 figs., 16 
refs. 


“* Thephorin ”’ is the hydrogen tartrate of 2-methyl-9- 
phenyl-2: 3: 4: 9-tetrahydro-1l-pyridindene and has been 
shown to antagonize the action of histamine on the 
hollow viscera. In this paper the authors report that it 
also antagonizes the action of histamine on the blood 
vessels. The action is long-lasting: 3 hours after the 
injection of 1 mg. per kg. body weight intravenously into 
cats anaesthetized with ether or “dial”’-urethane the 
amount of histamine needed to reproduce a given fall of 
blood pressure was 10 times greater than before injection, 
the amount of histamine required increasing with the 
logarithm of the dose of thephorin. The drug also 
prevented the rise of blood pressure, due to release of 
adrenaline, produced by injecting histamine into the 
proximal stump of the coeliac artery of eviscerated cats, 
reversed the usual rise in blood pressure produced in the 
anaesthetized rabbit by the injection of histamine, and 
prevented the increase in capillary permeability normally 
produced by the intradermal injection of histamine into 
the abdominal skin of rabbits. The intravenous toxicity 
of histamine in rabbits was reduced, 10 mg. per kg. body 
weight of thephorin providing complete protection 
against 10 median lethal doses of histamine. 


-GENERAL 


Thephorin was also found to have anti-adrenaline 
properties, 4 mg. per kg. body weight considerably 
reducing the pressor response in anaesthetized cats and 
dogs. This dose also greatly inhibited the contraction, 
produced by injected adrenaline, of the nictitating 
membrane of the cat, but the contraction caused by 
stimulation of the cervical sympathetic was scarcely 
affected. A concentration of 5x 10-7 g. per ml. almost 
abolished the adrenaline-induced contraction of the 
isolated seminal vesicle of the guinea-pig. Thephorin 
had less effect on the inhibitory actions of adrenaline: 
it reduced the action of adrenaline on rabbit intestine 
when isolated, but not in situ, and had no effect on the 
action of adrenaline on the non-pregnant uterus of the 
cat in situ or on the tracheal chain of the guinea-pig, 
The hypotensive effect of small injections of adrenaline in 
cats was reduced. 

Thephorin was found to be relatively ineffective 
against acetylcholine. It had little effect on the fall of 
blood pressure produced by acetylcholine in cats although 


it had a moderate anti-acetylcholine action in dogs. + 


Neostigmine stimulation of the rabbit intestine in situ 
was reduced by thephorin, but it had no effect on 
pilocarpine-induced salivary secretion in rabbits, and a 
3% solution had no mydriatic action in cats. 

R. P. Stephenson 


1298. Importance of Fungus Spores in Allergy in Ophthal- 
mology and Oto-rhino-laryngology. (La importancia 
de los esporos de hongos en alergia oftalmologica y 
otolaryngoldgica) 

F. W. Witticu. Alergia [Alergia, B. Aires] 2, 85-91, 
Nov.—Feb., 1948-1949. 


1299. Sensitivity to Edible Vegetable Oils 
K. D. Fictey, Journal of Allergy [J. Allergy| 20, 198- 
206, May, 1949. 7 refs. 


METABOLIC DISORDERS 


1300. Malignant Malnutrition (Kwashiorkor) 

H. C. TROWELL. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 42, 417-442, March, 1949. 6 figs., biblio- 
graphy. 


The author reviews the recent work on this disease and 
especially the work done by himself and his colleagues in 
Uganda. The disease occurs in many parts of the world 
and is probably chiefly caused by lack of animal protein. 
In the tropics, parasitic infection and helminthic infesta- 
tion play an important part in causing and accentuating 
the disorder and are responsible for some of the clinical 
features of the disease, such as severe anaemia and 
depigmentation of the skin and hair. There is a fall in 
the serum albumin level and a fatty infiltration of the 
liver which proceeds to portal cirrhosis. 

Treatment is greatly aided by cure of the accompanying 
infection and infestation; rapid improvement then 


follows the inclusion of adequate quantities of milk or 
meat in the diet. Prolonged chronic malnutrition, 
however, may produce effects which cannot be reversed. 


METABOLIC 


[This lucid and well written review, with the discussion 
following it, must be read by all who are interested in the 
rapid progress recently made in the understanding of this 
not uncommon condition.] J. Yudkin 


1301. Studies on Human Alcaptonuria. Effect of 
Thiouracil, para-Aminobenzoic Acid and Di-iodotyrosine 
on Excretion of Homogentisic Acid 


A. G. Wuite, J. G. PARKER, and F. BLock. Journal of 


Clinical Investigation [J. clin. Invest.] 28, 140-143, Jan., 
1949. 2 figs., 14 refs. 


This paper recounts observations on an alcaptonuric 
patient, whose case history and genetic history are given 
in some detail. The daily excretion of homogentisic acid 
varied between 4 and 5 g. and was not affected by full 
doses of thiouracil, p-aminobenzoic acid, potassium 
iodide, or di-iodotyrosine. When 8 g. of L-tyrosine was 
given daily the homogentisic acid excreted increased by 
about 4 g.; this corresponds to a conversion of 52:°6% 
of the added tyrosine. Since thiouracil and p-amino- 
benzoic acid inhibit the in vitro conversion of tyrosine to 
melanin by tyrosinase, it would seem that the enzymes 
involved in forming homogentisic acid are dissimilar to 
tyrosinase. The failure to convert di-iodotyrosine con- 
firms an earlier observation by Abderhalden. 

D. A. K. Black 


1302. Alleviation of Experimental Diabetes in Man by 
Administration of Reduced Glutathione (GSH): Meta- 
bolic Implications 

J. W. Conn, L. H. Louis, and M. W. JOHNSTON. Science. 
[Science] 109, 279-280, March 18, 1949. 5 refs. 


Administration of purified preparations of pituitary 
adrenocorticotropic hormone (ACTH) to normal human 
subjects has been observed to produce, among other 
effects, the following: (1) diabetic types of sugar 
tolerance curves, glycosuria, and hyperglycaemia resis- 
tant to insulin; (2) decreasing concentration of gluta- 
thione in blood during the administration of the hor- 
mone; (3) lowering of the renal threshold for glucose. 

In view of the above, a normal young man was given 
intravenously 68 mg. per day of ACTH, 6-hourly for 
6 days. On the fourth day after the start of the injections, 
he was given pure reduced glutathione—8 g. at 8 a.m. 
4g. at lp.m., and 4g. at 2p.m. A fourth dose of 
4 mg. was given at 2 p.m. on the sixth day. “In addition 
to 24-hour balances’’, hourly blood specimens and 
2-hourly collections of urine were then examined for 11 
consecutive days, including the sixth day of the ACTH 
period. The renal glycosuria and hyperglycaemia which 
were developing with increasing severity were completely 
abolished during the periods of administration of glut- 
athione (GSH). This reversal lasted for one to two 
hours after each injection of GSH. The hyperglycaemia 
was abolished in spite of the rise in the renal threshold and 
the ability of GSH to inactivate insulin in vitro. There 
was simultaneously a striking and profound change in 
the number and character of the circulating leucocytes. 

Not all the metabolic effects resulting from the 
administration of the pituitary adrenocorticotrophic 
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hormone were reversed. It is suggested that the pituitary 
adrenocorticotrophic hormone acts through the influence 
of a purine metabolite on the sulphydryl (—SH) group, 
the effect being on the insulin-producing cells of the 
pancreas, relevant cells in the peripheral tissues, and renal 
tubules. The reversal effect of the glutathione may be 


due to “improved performance of the systems which — 


require.free sulphydryl groups for their normal function ”’. 
I. Grayce 


1303. Incidence of Diabetes Mellitus in Children and Need 
for Hostels 

P. HENDERSON. British Medical Journal [Brit. med. J.} 
1, 478-479, March 19, 1949. 5 refs. 


A numerical investigation of the number of diabetic 
school-children in Britain has been undertaken by the 
Ministry of Education. The result suggests that there 


are 1,200‘such children in England and Wales, of whom 


130 require education in an institution because their 
parents and home conditions make their lives impossible. 
Since 1939 the London County Council has looked after 
some 60 to 80 such children in Essex, with such good 
results that they have grown up into useful adults. 
More hostels for such children are now being established 
by the Church of England and other voluntary bodies and 
it appears that adequate provision will soon be available 
all over the country. [No mention is made of the 
Diabetic Association which really initiated this move- 
ment.] R. D. Lawrence 


1304. Disturbances of Water and Electrolyte Meta- 
bolism in Diabetic Coma. (Les troubles du métabolisme 
de l’eau et des électrolytes dans le coma diabétique) 
H. C. PLATTNER. Helvetica Medica Acta (Helv. med. 
Acta] Suppl. 23, 1-71, 1949. 21 figs., bibliography. 


1305. Is Insulin Antigenic? 
H. Hunt and E. Jorpes. Lancet [Lancet] 1, 780-781, 
May 7, 1949. 1 fig., 3 refs. 


1306. Hyperglycemia and Glucosuria Following Thyroid 
Administration in Alloxan Treated Rats 

D. W. MOoLaANpDeER and A. KIRSCHBAUM. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.| 34, 

492-496, April, 1949. 2 figs., 5 refs. 


1307. Clinical and Histological Studies on Pellagra 
[with Special Reference to Skin Histology]. (Osser- 
vazioni clinico-istologiche sopra un gruppo di casi di 
pellagra) 

G. Cozzanit. Archivio Italiano di Dermatologia, Sifilo- 
grafia e Venereologia (Arch. ital. Derm.| 22, 78-167, 1949. 
33 figs., bibliography. 


1308. Porphyrin in Serum. [In English] 
C.D. pE LANGEN. Acta Medica Scandinavica [Acta med. 
scand.] 133, 73-79, 1949. 


See also Section Paediatrics, Abstract 1282. 
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Cardiovascular Disorders 


1309. Intracardiac Blood Pressure in Human Subjects 
and its Relation to the Respiratory Phases 4s 

A. Batrro, H. Bipoaaia, E. R. PieTRAFESA, and F. E. 
Lasourt. American Heart Journal [Amer. Heart 
37, 11-20, Jan., 1949. 7 figs., 42 refs. 


The authors made simultaneous records of intracardiac 
pressure in the right heart by cardiac catheterization, and 
respiratory excursion by Hutchinson pneumograph in 
14 patients, who included 4 normal subjects, 6 patients 
with chronic pulmonary disease (3 of whom had cardiac 
insufficiency), and 4 patients with auricular fibrillation and 
cardiac failure. 

In the cases of chronic pulmonary disease without heart 
failure, only the systolic ventricular pressure was elevated, 
the systolic atrial and diastolic ventricular pressure being 
normal. In the cases of chronic pulmonary heart disease 
with heart failure, ventricular and atrial pressures were 
raised both in systole and diastole. In the cases of 
auricular fibrillation and cardiac failure, maximum and 
minimum pressures in both atrium and ventricle were 
high and unaffected by respiration. In the normal 
subjects and in the patients with chronic pulmonary 
disease, with or without heart failure, intra-atrial and 
intraventricular pressures were lower during inspiration 
and higher during expiration. Explanations for these 
observations are put forward. A. S. Dixon 


1310. Transmission of Murmurs 
W. J. Kerr and V. C. Harp. American Heart Journal 
[Amer. Heart J.] 37, 100-105, Jan., 1949. 3 figs., 8 refs. 


Using a simultaneously recording electrocardiogram, 
phonocardiogram, and jugular pulse tracing, the authors 
studied the transmission of cardiac murmurs in the 
limbs, measuring both speed and direction of trans- 
mission. They conclude that the murmur sound waves 
are most clearly transmitted down the arteries, and that 
their speed of transmission is that of the pulse wave, not 
that of sound. A. S. Dixon 


ELECTROCARDIOGRAPHY 


1311. The Effect of Adenosine Triphosphate on the 
Electrocardiogram of Man and Animals 

E. J. Wayne, J. F. Goopwin, and H. B. SToNER. British 
Heart Journal [Brit. Heart J.] 11, 55-67, Jan., 1949. 
10 figs., 14 refs. 


The effect of intravenous injection of adenosine 
triphosphate (ATP) on the electrocardiogram was 
studied in human subjects, cats, and guinea-pigs. The 
drug has a profound effect on the conducting system of 
the heart causing changes in cardiac rhythm similar to 
those described for adenosine and muscle adenylic acid. 
** The action is essentially a depression of normal function 


with sinus slowing, prolongation of the P-R interval, 
and the appearance of heart block. With sufficiently 
large doses this A-V block may be complete and complete 
asystole can also occur. In man these effects were often 
followed by a short period of sinus tachycardia.” As 
with the lower adenyl compounds, the main action of 
ATP in the guinea-pig is upon the A-V node whereas in 
man and the cat the main effect is upon the sinu-auricular 
node. Various other changes occurred, notably ventri- 
cular extrasystoles and displacement of the ST segment, 
which are best attributed to a direct action on the myo- 
cardium. This effect is not seen after adenosine. 
Previous administration of certain drugs altered the 
response to ATP; thus magnesium sulphate increased 
the effect on cardiac rhythm and decreased the action 
on the myocardium; adrenaline shortened the period of 
heart block; quinine, quinidine, and mepacrine all 
decreased the effect on cardiac rhythm; “ paludrine” 
(proguanil) had no significant effect on the response. 
ATP administered intravenously for periods up to 
3 months produced no significant improvement in 15 
cases of rheumatoid arthritis. T. Semple 


1312. Nature of the Precordial Electrocardiogram 
.L. H. Nanum and H. E. Horr. American Journal of 
Physiology [Amer. J. Physiol.] 155, 215-225, Nov., 1948. 
8 figs., 4 refs. 


This study is an extension to precordial electro- 
cardiography of former work by the authors in which 
they established the conception that the deflections in an 
electrocardiogram are produced by the interplay of two 
forces, arising respectively in zones proximal and distal 
to the exploring electrode. Depolarization in the 
proximal zone results in a downward deflection, indicat- 
ing negativity beneath the exploring electrode, and 
depolarization in the distal zone causes an upright 
deflection. In the present study, carried out on dogs, the 
exploring electrode was placed either opposite the left 
apex on the left side of the chest, or opposite the right 
apex on the right side of the chest. CF, CR, and CV 
leads were recorded. The effect of local application of a 
0-1 M potassium chloride solution and of local warming 
or cooling, and the configuration of extrasystoles elicited 
from various regions of the heart, were studied. These 
3 modes of investigation gave consistent results and made 
it possible to delimit the proximal and distal zones in 
relation to the two sites at which the exploring chest 
electrode was applied. These two zones were separated 
by an intermediate zone, the potentials of which, pro- 
duced by its excitation, were not represented in the 
precordial electrocardiogram. As regards sharpness 
of delimitation of the proximal and distal zones, the 
method of study of extrasystoles proved superior to that 
of warming and cooling or of local surface damage, and 
the CR and CF leads were slightly superior to CV leads. 
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Instructive diagrams illustrate the location .and extent of 
the zones in relation to the two points of application of 
the exploring electrode and to the various leads. 

A. Schott 


1313. Syndrome of Short P-R Interval with Abnormal 
QRS Complexes and Paroxysmal Tachycardia 

L. Wotrt and P. D. Wuite. Archives of Internal Medi- 
cine [Arch. intern. Med.] 82, 446-467, Nov., 1948. 6 
figs., 27 refs. 


The syndrome of short P-R interval with abnormal 
QRS complexes and paroxysmal tachycardia was first 
described by Wolff, Parkinson and White in 1930 (Amer. 
Heart J.,5, 685). The 11 cases then described have been 
followed up and 41 new cases added to the series. 

It is shown that this syndrome occurs commonly in 
young people and more often in males than females. 
Paroxysmal tachycardia was present in addition to the 
electrocardiographic abnormalities in 70% of the cases. 
The syndrome is compatible with a full, healthy life and 
strenuous activity and, apart from the occurrence of 
paroxysmal tachycardia, is asymptomatic. Errors in 
the interpretation of the electrocardiogram are not 
uncommon. Usually the sum of the P-R and QRS 
intervals (the P—J interval) is the same in the normal and 
abnormal beats, but this is not always so. The authors 
consider that the accumulated evidence favours an 
accessory conducting pathway as the cause of the 
abnormality. Digitalis may or may not affect the 
abnormal complexes. In the majority of cases the 
electrocardiogram in a paroxysm of tachycardia shows 
normal ventricular complexes. — C. Bruce Perry 


1314. The Ventricular Gradient in Doubtful Electro- 
cardiograms 

M. Dotain and L. N. Katz. American Heart Journal 
[Amer. Heart J. 37, 1-10, Jan., 1949. 1 fig., 8 refs. 


This is an attempt to correlate the interpretation of the 
final ventricular deflections by the empirical method with 
the calculation of the ventricular gradient by Ashman’s 
method. The ventricular gradient was calculated in 
48 electrocardiograms adjudged to be normal by the 
empirical method and 59 which, by the empirical method, 
were considered to be borderline or probably abnormal 
because of changes in ST or T in the standard limb 
leads. The ventricular gradient was normal in 46 of 
the 48 electrocardiograms considered normal by the 
empirical method, and re-examination of the other two 
records. by the empirical method revealed changes 
sufficient to justify a suspicion of abnormality. In the 
second group of electrocardiograms the ventricular 
gradient was normal in the majority, and a better correla- 
tion was noted between the ventricular gradient and the 
clinical data than between the latter and the empirical 
interpretation. The findings which led to an unjustified 
diagnosis of abnormality by the empirical method were 
minor ST depressions: (a) at heart rates over 90 per 
minute; (5) in leads II and III in association with right 
axis shift; (c) in leads I and II in association with 
prominent S waves in leads II and III. Abnormal devia- 


tion of the gradient should be suspected in limb leads, 
when (1) T, appears smaller than T;, and QRS, is 
smaller than QRS,, absolutely small, or inverted; 
(2) Tz is deeply inverted, and QRS, is either smaller than 
QRSs;, absolutely small, or inverted; (3) T, appears small 
in relation to QRS,, and vice versa. 

The subjective error in calculating the gradient is said 
to be less than plus or minus 5 for the direction of the 
vector and plus or minus 0-8 to 0-9 unit for the magni- 
tude of the vectors. It is concluded that abnormal 
gradients can be detected by inspection in most cases, 
but that an occasional check of empirical readings by 
calculation of the ventricular gradient is probably a wise 
procedure to avoid ‘“‘ under-reading’’ and “ over- 
reading ”’. William A. R. Thomson 


1315. Studies in Intracardiac Electrography in Man. 
I. The Potential Variations in the Right Atrium 

H. D. Levine, H. K. HELLEMs, M. H. WITTENBORG, and 
L. Dexter. American Heart Journal [Amer. Heart J.} 
37, 46-63, Jan., 1949. 8 figs., 15 refs. 


Electrograms were recorded with an _ intracardiac 
electrode in 21 subjects. Tracings were first taken with 
the tip of the electrode in the right pulmonary artery. 
The electrode was then slowly withdrawn and potentials . 
were recorded in the right ventricle and in the right 
atrium. In the right atrium six recordings were made, 
three along the median and three along the lateral wall 
in high, mid, and low positions. A final tracing was 


‘taken with the electrode in the superior vena cava. In 


3 individuals tracings made with the electrode within the 
right atrium were paired simultaneously with tracings 
made with the oesophageal lead at corresponding levels. 
The auricular complex of the electrogram was found to 
be predominantly a downward deflection when recorded 
high in the atrium, biphasic when recorded in the mid- 
position, and predominantly upright when recorded low 
in the right atrium. Small initial deflections were 
occasionally recorded high in the atrium or at the mid- 
median position, becoming smaller as the electrode was 
moved to lower levels. Suggestive as was the evidence, 
no clear relation was established between these and 
electrical activity in the sino-auricular node. Auricular 
premature beats were induced relatively infrequently and 
appeared to be induced by contact of the tip of the elec- 
trode with the auricular wall. That the left atrium is 
stimulated later than the right is indicated by the fact 
that the arrival of the intrinsic deflection at the 
oesophageal electrode was 0-05 second later than at the 
intra-auricular electrode placed at the same vertical 
level. William A. R. Thomson 


1316. Studies in Intracardiac Electrography in Man. 
Il. The Potential Variations in the Right Ventricle 

H. D. Levine, H. K. HELLEMs, L. Dexter, and A. S. 
TUCKER. American Heart Journal [Amer. Heart J.| 37, 
64-78, Jan., 1949. 8 figs., 8 refs. 


By the procedure outlined in a previous article 
(Abstract 1315), potential variations in the right ventricle 
were recorded in -27 individuals. In contrast to the 
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results with intra-auricular electrodes, premature ventri- 
cular beats or paroxysms of ventricular tachycardia of 
right ventricular origin were recorded in the majority of 
cases. These were due to contact of the tip of the 
electrode with the endocardium of the right ventricular 
aspect of the interventricular septum. Spontaneous or 
induced left ventricular premature beats were not 
observed. Large monophasic action currents were 
often recorded in right intraventricular tracings. These 
resembled those seen in acute myocardial infarction but 
were not associated with RS-T deviation in the potentials 
recorded with an electrode applied to the praecordium 
directly overlying the tip of the electrode or in any of the 
usual conventional or unipolar limb leads or unipolar 
chest leads paired simultaneously with the intraventricular 
lead. This confirms the view that currents of injury of 
limited distribution may not be recorded in the electro- 
cardiogram even when elaborate multiple “* exploratory ” 
leads are used. In all but 3 individuals an initial upward 
deflection (R wave) was recorded which showed different 
potentials in different parts of the ventricle. In the 3 
individuals in whom this was not recorded it is suggested 
that accidental catheterization of the left auricle may have 
occurred. 

[These two articles should be read in their entirety, 
not only for the details of technique but also because of 
their intrinsic importance. They constitute a useful 
addition to our rapidly growing knowledge of the 
** mechanism of the heart beat ’’ in man.] 

William A. R. Thomson 


1317. On the Possibility of Constructing an Einthoven 
Triangle for a Given Subject 

F. N. Witson, J. M. BRYANT, and F. D. JOHNSTON. 
American Heart Journal [Amer. Heart J.| 37, 493-522, 
April 1, 1949. 8 figs., 7 refs. 


1318. The Electrocardiographic Diagnosis of the Dis- 
turbances of the Heart’s Venous Circulation 

L. UNGHVARY. American Heart Journal [Amer. Heart 
J.] 37, 582-585, April 1, 1949. 2 figs., 9 refs. 


1319. Experimental Studies on the Validity of the 
Central Terminal of Wilson as an Indifferent Reference 
Point 

M. Dotain, S. GRAU, and L. N. Katz. American Heart 


Journal {Amer. Heart J.] 37, 868-880, May, 1949. 4 figs., 


22 refs. 


1320. An Analysis of the Relative Accuracies of the 
Wilson and Goldberger Methods for Registering Unipolar 
and Augmented Unipolar Electrocardiographic Leads 

M. B. RAPPAPORT and C. WILLIAMS. American Heart 
Journal [Amer. Heart J.] 37, 892-917, May, 1949. 7 
figs., 19 refs. 


1321. A Simple Bipolar Technique for the Analysis of 


the Vector Relationship Between the Unipolar and Stan- 

dard Electrocardiographic Leads 

N. A. CoHEN and A. M. GLICKSMAN. American Heart 

Journal [Amer. Heart J.] 37, 952-957, May, 1949. 5 
figs., 6 refs. 


CARDIOVASCULAR DISORDERS 


1322. Electrocardiographic Changes Following Electro- 
shock Therapy in Curarized Patients 

M. R. HEJTMANCIK, A. J. BANKHEAD, and G. R. HeErr- 
MANN. American Heart Journal [Amer. Heart J.] 37, 
790-805, April 15, 1949. 8 figs., 29 refs. 


1323. On the Measurement of the QRS Complex and 
the Interpretation Thereof by Direct and Indirect Deduc- 
tion 

J. B. KLEYN and R. M. F. HOUTAPPEL. American Heart 
Journal [Amer. Heart J.| 37, 806-810, April 15, 1949, 
4 figs. 


See also Section Radiology, Abstract 1165, 


HEART 


1324. Sarcoidosis Involving the Heart. Report of Case 
with Sudden Death 

T. M. Scorm and C. E. McKeown. Archives of 
Pathology (Arch. Path.] 46, 289-300, Oct., 1948. 3 figs., 
15 refs. 


A 26-year-old negro, with no previous disability 
except “ poor vision ’’, died suddenly. At necropsy, the 
only remarkable finding was a pronounced thoracic and 
slight mesenteric lymphadenopathy thought to be 
consistent with the presence of Hodgkin’s disease. 
Histological examination, however, revealed typical 
lesions of sarcoidosis in the myocardium, in thoracic 
and mesenteric lymph nodes, and in the lungs, liver, and 
prostate. Twelve cases of sarcoidosis of the heart, in 
two of which the patient died suddenly, are briefly 
reviewed. T. Semple 


1325. Familial Cardiomegaly 
W. Evans. British Heart Journal [Brit. Heart J.| 11, 
68-82, Jan., 1949. 23 figs., 23 refs. 


Ten cases of unexplained cardiac enlargement are 
described. They all conform to a definite pattern and 
5 of the cases occurred in 2 families. The author coins 
the term “ familial cardiomegaly’ and postulates an 
aetiological factor similar to that in Friedreich’s disease, 
which may be familial and hereditary or may occur 
sporadically. 

Clinically the cardiac enlargement may be found 
fortuitously, but ultimately palpitations, giddiness, and 
frank Stokes-Adams attacks may develop and death 
may occur suddenly during such episodes or as a 
result of heart failure precipitated by the onset of 
paroxysmal tachycardia. On examination, blood pres- 
sure is found to be normal, but there is gross cardiac 
enlargement and arrhythmia is often present. Heart 
sounds are clear with splitting of the second sound or 
triple rhythm. The electrocardiogram reveals extra- 
systoles, paroxysmal tachycardia, auricular fibrillation, or 
heart block; QRS complexes are usually exceptionally 
wide, depending on the extent of fibrosis and the size 
of the heart, and T waves are inverted. Pathologically, 
fibrosis of the myocardium is conspicuous; this is 
associated with hypertrophy of the remaining muscle 
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fibres, producing great cardiac enlargement. Intra- 
cardiac thrombosis leading to embolism is an expected 
complication. T. Semple 


1326. Acute Parietal Endocarditis in a Case of Status 
Asthmaticus. A Possible Early Stage of Léffler’s Endo- 
carditis Parietalis Fibroplastica with Eosinophilia 

B. LENNOX. Journal of Pathology and Bacteriology {[J. 
Path. Bact.] 60, 621-628, Oct., 1948. 8 figs., 22 refs. 


The syndrome of parietal endocarditis with eosino- 
philia has only been recorded in the Swiss and German 
literature. Progressive heart failure, with no charac- 
teristic signs on examination of the heart, is accom- 
panied by massive fibrosis of the endocardium. In the 
earlier stages eosinophilic infiltration may be present. A 
case of status asthmaticus is reported in a woman aged 
47. Asthma had been recurrent for 3 years, and the 
patient died in a severe attack, but without gross mani- 
festations of cardiac failure. She had an eosinophilia of 
500 to 700 per c.mm. in her last illness. The heart 
weighed 340 g. and the changes in the lungs were those 
associated with asthma. There was, however, wide- 
spread thickening of the endocardium with the presence 
of a few eosinophils. It was thought that the case might 
represent an early stage of endocarditis fibroplastica 
with eosinophilia. So far as could be determined, no 
similar lesions have been recorded in patients dying 
during severe asthmatic attacks. J. McMichael 


1327. Treatment of Severe Forms of Subacute Infective 
Endocarditis by Intravenous Infusion of Penicillin, Caron- 
amide, and Heparin. (Le traitement des formes graves 
dendocardite infectieuse subaigué par la perfusion 
intraveineuse de pénicilline, la caronamide et ’héparine) 
E. DonzeLtot, H. KAUFMANN, and J. E. ESCALLE. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris 65, 466-475, 1949. 


1328. Transient Ventricular Fibrillation. I. The Pre- 
fibrillary Period During Established Auriculoventricular 
Dissociation with a Note on the Phonocardiograms Obtained 
at Such Times 

S. P. Schwartz, J. OrLorF, and C. Fox. American 
Heart Journal [Amer. Heart J.] 37, 21-35, Jan., 1949. 
5 figs., 9 refs. 


The findings are recorded in 3 patients with auriculo- 
ventricular dissociation in whom periods of transient 
ventricular fibrillation occurred. Each period of tran- 
sient ventricular fibrillation was preceded by variations 
in the basic ventricular rate. Two mechanisms were 
responsible for these variations: (a) uniform accelera- 
tion of the ventricles with the impulses arising from the 
same focus in the auriculo-ventricular node; (4) shifting 
of the pacemaker from the auriculo-ventricular node to 
one of the bundles. Each period of ventricular fibrilla- 
tion was also preceded by premature ventricular beats 
which always resembled each other, indicating that they 
originated from a constant and definite focus in the 
ventricles. This fits in with the experimental observa- 
tion that for the production of ventricular fibrillation by 


electric shock the stimulus must be applied to a definite 
spot. The third feature of the pre-fibrillation period 
was the appearance of fibrillary waves which always 
followed the premature beats of the ventricles and which 
were not accompanied by any acoustic vibration in the 
phonocardiogram. The onset of “ initial ’’ and recurrent 
fibrillary periods of the ventricles resulted in a periodic 
variability of the sphygmic intervals between the basic 
ventricular complexes, with irregular pulse pauses which 
could be recognized clinically. Another clinically 
recognizable feature of this period was the pallor of the 
skin followed by alternation of redness and pallor of the 
skin which would persist as long as the prefibrillatory 
period lasted. William A. R. Thomson 


1329. The Different Types of Intraventricular Block 
M. SeGers. American Heart Journal [Amer. Heart J.] 
37, 92-99, Jan., 1949. 5 figs., 5 refs. 


In cases in which ventricular complexes showing 
intraventricular block alternated with complexes of 
normal duration, the delay in intraventricular conduction 
has been studied by measuring the time of appearance of 
the intrinsic deflections in multiple leads. The results 
are summarized in the following table. 


Bundle-Branch Block Focal Block 
Complete lIncomplete Major Minor 
QRS duration in 0-12 Less than 0-12 Less than 
limb leads second or 0-12 second or 0-12 
more second more second 
Extent of precordial Large Large Small Small 


area with delayed 
intrinsic deflection 


Amount of _ this 0-05 Less than 0-05 Less than 
delay above the | second or 0-05 second or 0-05 
normal value. more second more second 


It is concluded that the focal intraventricular block 
demonstrated by Weinberg and Katz, with an M-shaped, 
prolonged QRS in CF, and without prolongation of QRS 
in limb leads, is a minor grade of focal right block. The 
S type of block is also focal but should be regarded as a 
major grade of focal block. Intraventricular block of 
the S type corresponds to focal right block, whereas the 
uncommon type corresponds to right bundle-branch 
block. The common type of intraventricular block 
corresponds to left bundle-branch block when the summit 
of R, shows a plateau, and corresponds to focal left 
block when the summit of R, is peaked with a broad 
notch on the descending limb of the R wave. 

William A. R. Thomson 


1330. The Effect of Atabrine (Quinacrine Hydrochloride) 
on Cardiac Arrhythmias 

M. M. GERTLER and S. B. YOHALEM. American Heart 
Journal (Amer. Heart J.) 37, 79-91, Jan., 1949. 27 refs. 


The authors discuss the parallel biological activities 
possessed by mepacrine on the one hand, and quinine 
and quinidine on the other. 
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After finding that mepacrine could restore the normal 
rhythm in experimentally induced auricular fibrillation 
in dogs, clinical trials were made. on human subjects. 
These included 26 cases of auricular fibrillation, 2 
cases of nodal tachycardia, 2 of auricular flutter, and 2 of 
ventricular tachycardia. Mepacrine (usually 0-4 g. 
intramuscularly) was given either alone or after quinidine 
(0-4 g. orally 2-hourly) when the latter had failed to 
restore normal rhythm, and the course of the arrhythmia 
was followed by electrocardiography. 

Their results are summarized as follows: (1) In cases 
of auricular fibrillation, mepacrine succeeded in 13 out of 
27 trials. Quinidine, tried before mepacrine, was 
ineffective in 16 trials. Where mepacrine failed, digitalis, 
or quinidine, or both, subsequently failed in all but one 
case. Among the 14 patients who failed to respond to 
mepacrine were 5 with thyrotoxic heart disease and one 
with pheochromocytoma. (2) In cases of arrhythmia 
other than auricular fibrillation, mepacrine succeeded 
in 3 out of 6. A full analysis of the results in tabular 
form is given, together with a discussion on the possible 
mode of action of the drug. A. S. Dixon 


1331. Laryngeal Paralysis Associated with Cardiac 
Hypertrophy. Report of Four Cases 

F. T. LAND. British Medical Journal (Brit. med. J.] 2, 
1018-1019, Dec. 11, 1948. 1 fig., 7 refs. 


Paralysis of the left vocal cord associated with heart 
disease is relatively infrequent, about 80 cases having 
been reported in the literature. This article deals with 
4 cases, in 3 of which there was mitral stenosis. The 
possible mechanisms producing paralysis are discussed, 
and it seems most likely that the dilatation of the pul- 
monary artery leads to compression of the left recurrent 
laryngeal nerve against the arch of the aorta and the 
ligamentum arteriosum. Dilatation of the pulmonary 
artery is a constant feature in mitral stenosis, certain 
forms of congenital heart disease, and in arteriosclerotic 
heart disease with failure of the left ventricle. The 
reported cases mainly fall into these groups. 

James W. Brown 


1332. Studies on the Circulation in Man. The Effect 
of Cedilanid (Lanatoside C) on Cardiac Output and Blood 
Pressure in the Pulmonary Circulation in Patients with 
Compensated Heart Disease. [In English] 

H. LAGERLOF and L. WerkK6. Acta Cardiologica [Acta 
cardiol., Brux:| 4, 1-21, 1949. 3 figs., 12 refs. 


Cardiac catheterization was carried out on 12 patients 
with heart disease, of whom 5 were in congestive failure. 
The cardiac output and the pressures in the right auricle 
and ventricle and in the pulmonary and brachial arteries 
were determined before, and at intervals after, the 
injection of lanatosid C (a digitalis glucoside). 

In the group with cardiac failure, the right auricular 


pressure invariably fell and cardiac output rose. In 
some of the cases without failure output fell when the 
right auricular pressure fell whereas in others it rose. 
This variable response was not related to the initial level of 
cardiac output and in this respect the authors’ results 
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differ from those of McMichael and Sharpey-Schafer 
(Quart. J. Med., 1944, 37, 123). The pulmonary and 
brachial arterial pressures remained constant after 
injection. The results are discussed in the light of present 
theories of digitalis action. A. §. Dixon 


1333. Heart Index or Heart Volume in Judgement of 
Congenital Heart Disease. [In English] 

S. Eex. Acta Paediatrica [Acta paediatr., Stockh.] 
37, 61-67, 1949. 4 figs., 9 refs. 


For determining the size of the heart, the measurement 
of heart volume by Jonsell’s method (Acta radiol., 
Stockh., 1939, 20, 235) is more accurate than the cardio- 
thoracic index. These two measurements are compared 
in 23 cases of Fallot’s tetrad and in 7 cases of Eisen- 
menger’s complex. While the mean for the cardio- 
thoracic index was nearly the same in the two groups of 
cases, the mean heart volume was much higher in the 
group of cases of Eisenmenger’s complex than in the 
cases of Fallot’s tetrad. Superimposition of the x-ray 
films from a case of Fallot’s tetrad on the films of a case 
of Eisenmenger’s complex showed that the cardio-thoracic 
index does not take into consideration the depth or the 
length of the heart and thus does not give an exact 
indication of its size. ° S. Doxiadis 


1334. Negative U Waves in the Electrocardiogram as a 
Result of Ischaemia. (Negative U-Wellen im Ekg. als 
Ischamiefolge) 

M. HOLZMANN. Cardiologia (Cardiologia, Basel] 14, 
94-109, 1949. 7 figs., 15 refs. 


Positive U waves becoming negative simultaneously 
with the onset of the pain of angina of effort-are de- 
- scribed in several cases. Angina and U wave negativity 
were avoided by nitroglycerine medication before effort. 
The conclusion is drawn that inversion of the U wave is 
closely related to myocardial ischaemia. 
G. Schoenewald 


1335. Anomalies of the Coronary Arteries. Report of 
Four Cases 

N. K. Wuite and J. E. Eowarps. Archives of Pathology 
[Arch. Path.] 45, 766-771, June, 1948. 4 figs., 4 refs. 


Three anomalous patterns of the coronary arteries are 
described. In each case, the aorta was the source of the 
coronary blood supply and the anomaly was an incidental 
finding. All the patients were men. 

In the first case there was a single coronary stem, which 
arose from the right aortic sinus. A short distance from 
its origin, this stem gave off the left circumflex artery. 
Immediately beyond, the anterior descending artery arose. 
This vessel, after entering the upper portion of the 
ventricular septum, gave off a septal branch and then 
proceeded in the normal direction of an anterior descend- 
ing artery. The parent coronary artery, after giving off 
the branches named, continued as the right coronary 
artery. In the second case both coronary ostiums 
[sic] were situated in the left aortic sinus. In the-third 
and fourth cases the left circumflex artery arose as a 
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branch of the right coronary artery; the anterior descend- 
ing artery arose independently from the left aortic sinus. 
The developmental significance of anomalous coronary 
arteries is discussed. An occlusion occurring in a single 
coronary artery proximal to the origin of any major 
branches would cause the myocardium to be virtually 
without a source of blood—{Authors’ Summary.] 


1336. Observations on the Action of Ergonovine on the 


Coronary Circulation and its Use in the Diagnosis of 
Coronary Artery Insufficiency 

I. Stein. American Heart Journal [Amer. Heart J.| 37, 
36-45, Jan., 1949. 8 figs., 19 refs. 


The author made observations on the effects on the 
circulation of the injection of ergonovine maleate, an 
ergot preparation, in 7 patients with a clinical diagnosis 
of angina pectoris. ; 

Symptoms typical of their angina were reproduced in 
all patients, presumably by constriction of the coronary 
arteries, and electrocardiographic changes similar to those 
recorded after the diagnostic exercise or anoxaemia tests 
were recorded. Nitroglycerin partially counteracted 
these effects. After fuller investigation ergonovine 
maleate may have a place as a diagnostic agent in latent 
angina. A. S. Dixon 


1337. Blood Fibrinogen in Myocardial Infarction 
L. Meyers. Archives of Internal Medicine [Arch. 
intern. Med.} 82, 419-421, Nov., 1948. 1 fig., 4 refs. 


The plasma fibrinogen level was determined 2 or 3 
times a week in 28 patients with recent myocardial 
infarction. Asa control, similar studies were made in a 
normal subject for 4 months. In all cases with a definite 
myocardial infarction the ‘plasma fibrinogen value was 
increased. This increase ran roughly parallel with the 
rise in the erythrocyte sedimentation rate and was un- 
affected by dicoumarol therapy in 2 patients. In every 
case, the plasma fibrinogen level was still above normal 
at the time of the patient’s discharge from hospital at the 
end of 5 or 6 weeks, although in general it had a down- 
ward trend. Follow-up after discharge was not possible. 

C. Bruce Perry 


1338. Coronary Sclerosis in Old Age in Relation to 
Coronary Sclerosis in the Young. (Die Koronarsklerose 
im héheren Alter in ihrer Beziehung zur Koronarsklerose 
der Jugendlichen) 

E. HAUSAMMANN. Cardiologia [Cardiologia, Basel] 14, 
225-242, 1949. 5 figs., bibliography. 


See also Section Pathology, Abstract 1182. 
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1339. Crystalline Ester Cholesterol and Atherosclerosis 
T. Leary. Archives of Pathology [Arch. Path.] 47, 1-28, 
Jan., 1949. 10 figs., 26 refs. ¥ 


_ The author reiterates his conviction that atherosclerosis 
Is a specific metabolic disease; that the presence in the 


lesions of crystalline cholesterol ester is causal, not 
casual, and that these crystals provoke the growth of 
fibrous tissue; that crystalline esterification of excess 
cholesterol in the liver is followed, after a latent period, 
by removal of the excess ester by the Kupffer cells, which 
are transported into the circulation, traverse the lungs, 
and are deposited focally in arterial subendothelium; 
that the regions affected are sites in the blood stream 
where the normal zoning of cells is interrupted so as to 
permit cholesterophages to make contact with the 
intimal endothelium; that in youth these esters are 
removed from the arteries before lesions are produced; 
and that hypofunction of the thyroid, in so far as the 
gland controls cholesterol metabolism, favours the 
development of atherosclerosis. 

In this paper, illustrated with 34 photomicrographs, 
the author again presents evidence in the form of a 
comparison of human lesions with those of the-cho- 
lesterol-fed rabbit. He deals with early lesions and 
illustrates, among other things, solitary cholesterophages 
which had apparently just penetrated the arterial intima. 
He also goes into the subject of the morphological and 
physical characteristics of cholesterol ester in histological 
material and discusses its identification in atherosclerotic 
lesions. 

[The author’s clear presentation of evidence and whole- 
hearted belief in the “cholesterol metabolism” 
hypothesis make this paper delightful reading. But his 
easy dismissal of the ‘* wear-and-tear ”’ hypothesis, his 
neglect of the “‘ organized-thrombus ”’ hypothesis, his 
complete identification of the experimental with the 
spontaneous lesion, and his tacit assumption that all 
human atherosclerotic lesions arise initially and identi- 
cally from the penetration of the arterial intima by chole- 
sterophages are hard to accept. That the intensity of 
atheroma is dependent to a certain extent on the patient’s 
cholesterol metabolism as well as on local arterial stresses 
would be a more reasonable thesis.] I. Doniach 


1340. The Gerontological Aspects of Atheroma. An 
Approach to a Pathology of Senescence 

E. GetrinNGER. British Journal of Social Medicine [Brit. 
J. soc. Med.| 2, 132-138, Oct., 1948. 4 figs., 3 refs. 


It is suggested that senescence is “ the sum total of 
those inherited flaws in animal organisation which become 
manifest only in the postreproductive period and there- 
fore show no tendency to become eliminated by natural 
selection ”’. 

The author analyses 180 out of 300 necropsy cases of 
aortic atheroma and presents the results in tabular form. 
He finds that atheroma occurs in 100% of human 
subjects over the age of 8 years and confirms previous 
results published (Switzerland, 1913, Russia, 1919, and 
Germany, 1925); this fact should be widely recognized. 


-He believes atheroma to be the result of an endarterial 


blood pressure greater than about 50 mm. Hg. and sup- 
ports his view by pointing to the occurrence of pulmonary 
artery atheroma only in pulmonary hypertension where 
the pressure is higher than the figure given above. He 
states that atheroma is not commoner in the diabetic 
subject with normal blood pressure [but he takes no 
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account of the lipid metabolic dystrophy of diabetes, and 
does not mention xanthomatosis and atheroma]. Of 
15 grossly calcified aortae studied 12 were in persons with 
nephrosclerosis and 10 in those with gross gastro- 
intestinal changes; 9 subjects had metastatic calcification 
elsewhere, and 7 had gross pathological changes in the 
thyroid. He suggests that this indicates that aortic 
calcification may be part of some metabolic disorder and 
not part of the atheromatous process. Furthermore he 
suggests a closer investigation for metabolic disorder in 
individuals in whom arterial calcification is found on 
x-ray examination. John Anderson 


1341. The Diagnosis of Dissecting Aneurysm of the 
Aorta by Angiocardiography. Report of a Case 

A. GOLDEN and H. S. WEENS. American Heart Journal 
[Amer. Heart J. 37, 114-118, Jan., 1949. 3 figs., 6 refs. 


The authors describe the case of a man aged 55, whose 
history and chest x-ray appearances suggested a dissect- 
ing aneurysm of the thoracic aorta although, as they 
point out, none of the usual x-ray signs is fully patho- 
gnomonic. 

In this case angiocardiography was carried out with 70% 
“*diodrast”’. The left anterior—right posterior oblique 
picture is reproduced and shows clearly the widening of 
the aortic shadow as a whole and the narrowing of the 
aortic blood stream, the widening of the aortic wall being 
due to the haematoma between its layers. The pre- 
operative diagnosis was confirmed at thoracotomy and 
the patient underwent the operation of encasement of the 
aorta in cellophane. He remained well up to 5 months 
after the operation. A. S. Dixon 


1342. A Method of Treatment of Obliterating End- 
arteritis, with Trophic Lesions, in the Extremities. The 
Eutrophic Effect of Niacin Derivatives. [In English] 

B. Prusik. Cardiologia (Cardiologia, Basel] 14, 81-93, 
1949. 5 figs., 12 refs. 


Patients with gangrene of the lower extremities from 
arteriosclerosis, diabetes, and Buerger’s disease were 
given very large doses of the ethanolamine of nicotinic 
acid, beginning with 600 mg., by intravenous injection. 
Striking results are described in patients who would 
otherwise have had to undergo amputation. 

G. Schoenewald 


1343. Reactive Skin Warming in Various Vascular 
Disorders. (Die reaktive Erwarmung der Haut bei 
verschiedenen Gefasskrankheiten) 

F. Grosse-BROCKHOFF and K. O. VORLAENDER. 
Deutsches Archiv fiir Klinische Medizin [Dtsch. Arch. 
klin. Med.] 194, 17-33, 1949. 5 figs., 28 refs. 


Circulatory disorders due to arterial spasm may be 
differentiated from those due to organic arterial narrow- 
ing by constricting the affected limb for 10 minutes and 
noting how long after release of the tourniquet reactive 
re-warming of the skin sets in. It was found that a 
constriction time of 10 minutes yielded the most clear-cut 
results. The authors confirmed Lewis’s findings that in 


purely spastic circulatory disorders the first visible sign 
of hyperaemia appears within a few seconds of release 
of the tourniquet. There was, on the whole, a normal 
time relation between the appearance of reddening and 
the commencement of the rise in skin temperature, 
Since vasoconstriction sometimes follows a transient 
initial dilatation, the skin temperature is a more reliable 
index than is colour change. Absence of reactive re- 
warming is suggestive of organic narrowing, though the 
reaction may occasionally be absent in normal persons, 
This diagnostic method is of particular value in Ray- 
naud’s disease, in which intimal thickening may in the 
later stages be imposed on an initially purely spastic 
condition. Similar measurements made after intra- 
venous injection of 0-01 g. of “ priscol’’, a vasodilator 
drug, yielded analogous results. | Bernard Freedman 


1344. The Renal Lesions of Periarteritis Nodosa 

D. E. RAtston and W. F. KvALe. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
24, 18-27, Jan. 19, 1949. 2 figs., 18 refs. 


In this symposium 30 cases of periarteritis nodosa are 
reviewed which came to necropsy at the Mayo Clinic 
during the years 1926 to 1946. The importance of 
symptoms related to the renal, pulmonary, gastro- 
intestinal, and (in particular) central nervous systems is 
re-emphasized and the literature is briefly reviewed. 
[The report of Miller and Daley (1946) is not mentioned.] 

Albuminuria, microscopical haematuria, urea reten- 
tion, and hypertension are mentioned as findings in the 
series. Examination of the ocular fundi did not suggest 
the diagnosis. The average duration of the illness was 
12 months and the most frequent causes of death were 
renal insufficiency, cardiac failure, cerebrovascular 
accident, and mesenteric thrombosis. In 24 of the 30 
cases necropsy evidence of renal periarteritis was found. 
The association of glomerulonephritis and periarteritis 
was confirmed, but no correlation between the clinical 
evidence of renal damage and specific pathological 
changes was apparent. Renal arteriolar sclerosis was 
usually associated with hypertension but it is suggested 
that in some cases the hypertension is the result of the 
diffuse obliterative vascular lesions. R. N. Johnston 


1345. Gastro-intestinal Lesions of Periarteritis Nodosa 
L. E. WoLp and A. H. BAGGENSToss. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.) 
24, 28-35, Jan. 19, 1949. 2 figs., 9 refs. 


In 23 of the 30 cases of periarteritis nodosa under 
review there were gastro-intestinal symptoms, the 
principal ones being abdominal pain, loss of weight, and 
anorexia. Pain, usually related to the site of involve- 
ment and of varying severity, was most frequently 
situated in the right hypochondrium or epigastrium, or 
was generalized. When it was generalized the usual 
cause was mesenteric thrombosis. Melaena was 4 


comparatively infrequent symptom. At necropsy in 21 
of the 30 cases macroscopic lesions of the gastro-intestinal 
tract were found. Infarcts and haemorrhages accounted 
for all these lesions, except for peritonitis and fat necrosis 
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of the pancreas. The lesions may occur in any portion 
of the gastro-intestinal tract, their predilection for the 
liver and jejunum being determined by the bulk of these 
organs. The authors suggest that in the 5 cases in which 
abdominal pain occurred in the absence of any alimentary 
lesion the cause might be found in the nervous system. 
R. N. Johnston 


1346. Pulmonary Lesions of Periarteritis Nodosa 

A. R. Sweeney and A. H. BAGGENsToss. Proceedings 
of the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 24, 35-43, Jan. 19, 1949. 3 figs., 14 refs. 


Among 28 cases of periarteritis nodosa the authors 
report 8 in which there were pulmonary lesions at 
necropsy. Pulmonary symptoms were not prominent, 
and were entirely absent in 2 cases. Haemoptysis 
occurred in4 cases and asthmain1l. Neither radiographs 
nor the macroscopical appearance at necropsy indicated 
the diagnosis. Microscopically two types of lesion were 
noted. The usual vascular lesion in all stages was found 
in the bronchial arterioles in 5 cases and the pulmonary 
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and to affect the lower limbs and the motor rather than the 
sensory neurones. A clinical regression occurred in 4 
cases. Comparison of this group of 15 cases with the 
remainder did not reveal any significant difference in the 
incidence of hypertension, fever, leucocytosis, or eosino- 
philia. Necropsy in 25 of the cases revealed involvement 
of the nutrient arteries in 19 and in all of the cases with 
clinical signs of peripheral neuritis. The nerve degenera- 
tion was Wallerian in nature and there was no sign of an 
inflammatory neuritis. R. N. Johnston 


1349. Symmetrical Acute Multiple Gangrene in a Case 
of Syphilis. (Polygangréne aigué symétrique chez une 
syphilitique) 

P. Bou.et, H. Serre, A. VEDEL, G. VALLAT, J. MIROUZE, 
and P. Izarn. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris {Bull. Soc. méd. Hép. 
Paris] 65, 40-46, 1949. 7 refs. 


During the course of a syphilitic infection there 
occurred a meningo-encephalitis with purpura, nephritis, 
and a symmetrical gangrene of the distal parts of the 


are arterioles in 7. Parenchymal lesions were found in 7 limbs. Improvement followed intensive antisyphilitic 
inic {in the summary this is altered to 8] consisting of an 
of acute perivascular pneumonia on the one hand and on ot eral arteries 
tro- the other a granuloma with giant cells. In 3 of the 8 


cases this granulomatous lesion was identical with that due to spasm of the diseased arteries with thrombosis 


IS 1S : ‘ . Of the arterioles. Only one similar case in a syphilitic 
observed in a case of Loeffler’s syndrome. In this 
1 series an allergic factor was found in only one case, and patient was found in a search of the — Bignall 
evidence of hypersensitivity. ere is no mention of the 
| — presence or absence of an eosinophilia in any of the case 1350. F atal Acute Multiple Gangrene in a Case of 
= reports or of any investigation to exclude an allergic Epidemic Lung Disease. (Polygangréne aigué mortelle 
was y ga RN. au décours d’une pneumopathie épidémique) 
vere P. H. SERRE, A. VEDEL, G. VALLAT, and J. 
ular MrirouZe. Bulletins et Mémoires de la Société Médicale 
> 30 1347. The Central Nervous System in Periarteritis des Hépitaux de Paris [Bull. Soc. méd. Hép. Paris] 65, 
und. Nodosa 47-50, 1949. 17 refs. 
ritis H. L. PARKER and J. W. KERNOHAN. Proceedings of the : (oii. 
ical Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 2A, Symmetrical gangrene of the extremities is rare. 
rical 43-48, Jan. 19, 1949. With the exception of a case reported by the same 
was authors (Abstract 1349) and one case occurring in a 
sted In this series of 16 cases of periarteritis nodosa no syphilitic patient the condition has been recorded only 
* the neurological symptoms had been present in 5 and 4 had during the course of respiratory infections. The present 
- only terminal signs of involvement, In 7 cases central case was in a woman of 83 with acute pneumonia, in 
nervous involvement was apparent from the beginning. whom symmetrical peripheral gangrene developed. The 
From this group the authors conclude that the clinical patient died, and at necropsy severe atherosclerosis and 
yy picture is variable and complicated, that any type of widespread thrombosis was found. It is considered 
f the clinical syndrome may appear, and that the diagnosis that the condition arose from a combination of slowing 
in.) can be made only when other systems are involved. of the circulation, narrowing of the vessels, and bacteri- 
The case histories of 4 patients are reported in detail with aemia secondary to the pulmonary infection. 
nder a summary of the pathological findings. The typical J. R. Bignall 
the vascular lesions were found in 11 cases. R. N. Johnston 
and 1351. The Fate of Blood Injected into the Arterial — 
iphera ve eriart ‘odosa: W. B. WARTMAN and T. C. Larppty. American Journa 
of Pathology {Amer. J. Path.| 25, 383-395, May, 1949. 
1, OF L. L. Lovsuin and J. W. KERNOHAN. Proceedings of the . 10 figs., 5 refs. 
the Mayo Clinic (Proc. Mayo Clin] 135) ‘The Effect of a Low Fat Diet on the Spontaneously 
n 21 ‘ Occurring Arteriosclerosis of the Chicken 
tinal Of 29 cases of periarteritis nodosa studied there were L. Horiick, L. N. Katz, and J. STAMLER. American 
nted Clinical signs of peripheral neuritis in 15. This neuritis Heart Journal [Amer. Heart J.] 37, 689-700, April 15, 
rosis tended to appear early, to be widespread and severe, 1949. 4 figs., 36 refs. 
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Disorders of the Blood 


1353. Blood Oxygen Studies in Patients with Poly- 
cythemia and in Normal Subjects 

L. R. WASSERMAN, R. L. Dosson, and J. H. LAWRENCE. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 60-65, 
Jan., 1949, 19 refs. 


Arterial blood was drawn anaerobically from the 
resting patient and the oxygen content and capacity were 
estimated. Blood volumes were determined by employ- 
ing the dye T-1824, radioactive colloids of zirconium and 
yttrium, the carbon-monoxide method, or radioactive 
“labelled” erythrocytes. Viscosities and circulation 
times were determined in most cases. 

The 48 cases of polycythaemia vera were divided into 
two groups—those with packed cell volumes below 50%, 
and those with volumes above that figure. Eight cases 
came into the former group: they showed an average 
blood oxygen saturation of 93-9%. The remaining 40 
cases had an average oxygen saturation of 94:7%. 
Normal persons and patients with hypochromic anaemia 
gave similar results—95-1 and 96% respectively. In 
3 cases of secondary polycythaemia low oxygen satura- 
tion was noted, the results ranging from 75 to 88%. 

R. B. Lucas 


1354. Chronic Leg Ulcer in Diseases of the Blood 
B. R. GENDEL. Blood [Blood] 3, 1283-1289, Nov., 1948. 
2 figs., 12 refs. 


Haemolytic anaemia or splenomegaly appears fre- 
quently to be associated with chronic leg ulcers. 
such cases, with no complicating varicose veins, are 
reported in the literature, sickle-cell anaemia being the 
most common condition in which the ulcers appear. 
Details of two further cases of leg ulceration are reported; 
one, of 27 years’ duration in a man with haemolytic 
anaemia, was cured by splenectomy and skin grafting. 
In the other anaemia and leucopenia were associated 
with cirrhosis of the liver. No common pathological 
basis is suggested to account for leg ulceration in the 
various types of anaemia in which this complication has 
been noted. H. Payling Wright 


See also Section Radiology, Abstract 1156. 


1355. Potassium Autintoxication from Hemolysis of Red 
Cells 

J. Wener, H. STANsrFieLD, H. E. Horr, and H. A. 
WINTER. American Heart Journal [Amer. Heart J.) 37, 
881-891, May, 1949. 16 refs. 


1356. Megakaryocytes in Normal and in Thrombocyto- 
penic Individuals, with Introduction of a New System of 
Differential Count for Megakaryocytes 

V.DELA FUENTE. Blood [Blood] 4, 614-630, May, 1949. 
26 figs., 12 refs. 


Many’ 


1357. Bone Marrow Regeneration in Experimental 
Benzene Intoxication 

B. STEINBERG. Blood [Blood] 4, 550-556, May, 1949, 
3 figs., 2 refs. 


1358. Glycogen in Human Blood Cells 
R. P. Gips and R. E. Stowett. Blood [Blood] 4, 569- 
579, May, 1949. 9 figs., 23 refs. 


1359. The Interrelationship of Hodgkin’s Disease and 
Other Lymphatic Tumors 

R. P. Custer and W. G. BERNHARD. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 216, 625-642, 
Dec., 1948. 11 figs., 19 refs. 


The authors found many examples of transition 
between follicular lymphoblastoma, lymphosarcoma, 
lymphatic leukaemia, Hodgkin’s disease, and reticulum- 
cell sarcoma, and they join the increasing body of 
workers who are satisfied that these names denote, not 
entities, but only variants of one kind of neoplasm. 

R. A. Willis 


1360. Nitrogen Mustard Therapy. The Use of Methyl 
Bis (8 Chloroethyl) Amine Hydrochloride in Hodgkin’s 
Disease, Leukemia, Lymphosarcoma and Cancer of the 
Lung 

S. BEN-ASHER. American Journal of the Medical 
Sciences [|Amer. J. med. Sci.) 217, 162-168, Feb., 1949. 
1 fig., 5 refs. 


hydrochloride was 
given intravenously in daily doses of 0-1 mg. per kg. body 
weight, usually for 4 consecutive days, to patients with 
Hodgkin’s disease, leukaemia, lymphosarcoma, and 
carcinoma of the lung. 

Remissions lasting 6 weeks to 19 months were pro- 
duced in 11 of 13 cases of lymphadenoma, in spite of the 
fact that 7 were regarded as resistant to irradiation. Of 
5 patients with chronic lymphatic leukaemia, 2 failed to 
respond, as did the one case of acute lymphatic leukaemia 
in the series. Some improvement was observed in the 
other 3 cases of the chronic type, but none was restored to 
health. Of 5 patients with chronic myeloid leukaemia 
3 gave no response, | improved slightly at first but died 
within 3 months of treatment, and 1 had a remission of 2 
months after the first course, a second course producing 
a remission of at least 3 months. Of 5 cases of lympho- 
sarcoma, 2 were maintaining a remission 3 to 5 months 
after a single course of treatment, but 3 failed to respond 
in any way. Of 11 cases of lung carcinoma (7 squamous 
and 4 anaplastic) only 2 gave any response, media- 
stinal pressure being relieved for 3 months in one (ana- 
plastic) and chest pain, cough, and haemoptysis being 
relieved for 6 weeks in the other (squamous-celled). 

Leucopenia, thrombocytopenia, and slight anaemia 
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were found to occur in the 3 to 4 weeks after treatment, 
but details of these haematological changes are not given. 
A. Brown 


1361. The Determination of Heparin in Blood. [In 
English} 

L. B. Jaques. Acta Haematologica [Acta haematol., 
Basel] 2, 188-199, July, 1949. 3 figs., 17 refs. 


ANAEMIAS 


1362. Tentative Appraisal of Vitamin B,, as a Thera- 
peutic Agent 

T. D. Spies, R. M. SUAREZ, G. G. LOPEZ, F. MILANEs, 
R. E. Stone, R. L. Toca, T. ARAMBURU, and S. KARTUs. 
Journal of the American Medical Association {J. Amer. 
med. Ass.] 139, 521-525, Feb. 19, 1949. 3 figs., 13 refs. 


The therapeutic effect of vitamin B,. was studied in a 
group of patients suffering from various types of macro- 
cytic anaemia. The group included 5 cases of pernicious 
anaemia, 4 of nutritional macrocytic anaemia, 1 of non- 
tropical sprue, and 11 of tropical sprue. In each case the 
intramuscular injection of vitamin B,. was followed by a 
significant haematological response and by a striking 
clinical improvement. It was concluded that the optimal 
dosage of vitamin By,» varies greatly from patient to 
patient. A slight response was obtained in one case 
after the injection of as little as 4 ug. although complete 
failure occurred in another patient with a dose of 10 jg. 
With larger doses, however, a response occurred in every 
case and it is thought that the average patient will respond 
maximally to a single injection of 100 jg. or less. 

The effect of vitamin B,,. on the neurological manifesta- 
tions was studied in 14 additional patients known to have 
pernicious anaemia with subacute combined degeneration 
of the spinal cord. Within 2 weeks of the administration 
of the vitamin, symptoms due to involvement of the 
peripheral nerves and posterior columns underwent a 
dramatic improvement. L. J. Davis 


1363. Oral Administration of Vitamin B,, in Pernicious 
Anemia. I. Presence of Intrinsic Factor in Berkefeld- 
filtered Pooled Human Gastric Juice: Preliminary Report 
B. E. HALL, E. H. MorGAN, and D. C. CAMPBELL. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.} 24, 99-107, Feb. 16, 1949. 4 figs., 10 refs. 


The observations recorded in this paper confirm the 
reports of Castle and his associates (New Engl. J. Med., 
1948, 239, 911) that a haematopoietic response in per- 
nicious anaemia is not elicited by the separate oral 
administration of vitamin B,. in the dosage known to be 
effective parenterally, or of normal gastric juice given 
separately, but that such a response does occur when the 
two substances are given simultaneously. It seems 


evident, therefore, that an intrinsic factor in the gastric 
juice potentiates the activity of orally administered 
vitamin By», but it remains to be determined whether 
it combines with the vitamin to form a third factor—the 
anti-pernicious-anaemia factor—or simply promotes the 
absorption of the extrinsic factor (vitamin B,»). 


Gastric juice from patients with duodenal ulcer or 
functional disturbances of the alimentary tract was 
pooled and passed through a Berkefeld filter. It was 
then stored in the icebox for periods up to 96 hours and 
neutralized before administration. Of 4 patients with 
pernicious anaemia in severe relapse, 2 were given 
vitamin B,>. alone by mouth in weekly dosage of 25 and 
35 pug. respectively, which failed to produce a significant 
haematopoietic response. A similar failure was recorded 
in a third patient who was given 150 ml. of gastric juice 
daily for 6 days. This last patient was then given a 
mixture of 5 yg. of vitamin B,, and 150 ml. of gastric 
juice daily, which resulted in a prompt optimal reticulo- 
cyte response and a rise in the erythrocyte count. Of the . 
other 2, one was given a similar mixture, at first with only 
5 ml. of gastric juice, which was ineffective, and later 
with 25 ml., which produced a suboptimal response. 
The other gave a prompt response to 25 zg. of vitamin B,2 
injected alone intramuscularly. In the fourth patient a 
satisfactory, though suboptimal, response followed the 
daily oral administration of vitamin B,. followed 2 hours 
later by 150 ml. of gastric juice. The minimal amount of 
gastric juice required to potentiate 5 yg. of vitamin By» 
thus appears to lie between 25 and 150 ml., given at an 
interval of not more than 2 hours after the vitamin. 

L. J. Davis 


1364. Assay of Anti-pernicious Anemia Factor with 
Euglena 

S. H. Hunter, L. Provasout, E. L. R. SToKsTAD, C. E. 
HOFFMANN, M. BELT, A. L. FRANKLIN, and T. H. JUKEs. 
Proceedings of the Society for Experimental Biology and 
Medicine {Proc. Soc. exp. Biol., N. Y.] 70, 118-120, Jan., 
1949. 10 refs. 


The organism used in this investigation was Euglena 
gracilis var. bacillaris; 10013 mm. tubes each con- 
taining 2 ml. of medium were illuminated from below by 
four 40-watt ** daylight ’’ fluorescent lamps mounted side 
by side 30 cm. from the cultures, the temperature being 
maintained at 25° to 31°C. The composition of the 
medium was as follows: 


‘Mg. per litre final medium 
(pH 


NH,H,PO, . rf 
Potassium citrate, monohydrate 200 
MgSO, . 7H,O 200 
Sodium .. 2,000 
Monosodium el .. 1,000 
Cc : 100 
20 
6 
5 
0 
1 
0 
0 


"8 
‘0 
08 


Aneurin chloride 


The inoculum was prepared by growing the organisms in 
50-ml. flasks containing 10 ml. of basal medium supple- 
mented with enough refined liver extract to allow about 
two-thirds maximum growth; one drop of the culture: 
was then added to each culture vessel. Anti-pernicious- 
anaemia factor was introduced in varying quantities, and 
it was found that Euglena shows a quantitative growth 
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response to this factor and that about 0-01 yzmg. per ml. 
is required by Euglena for “ half-maximum growth ”’. 
Thymidine was inactive. Vera Winterton 


1365. Crystalline Anti- Factor in 
Treatment of Two Cases of Tropical Macrocytic Anaemia 
J. C. Pater. British Medical Journal (Brit. med. J.) 2, 
934-935, Nov. 27, 1948. 11 refs. 


The author treated 2 patients suffering from tropical 
macrocytic anaemia with single injections of a solution 
containing 80 yg. of Lester Smith’s crystalline factor 
(Nature, Lond., 1948, 161, 638 and Biochem. J., 1948, 43, 
viii). No other drug was given and the patients’ diet 
had been shown to have no haematopoietic effect. Good 
response was observed in both cases: reticulocytosis was 
well marked, erythrocyte count and haemoglobin value 
increased, and the bone marrow soon changed from 
megaloblastic to normoblastic. [The red, crystalline, 
anti-anaemic factor isolated from the liver by Lester 
Smith appears to be identical with the substances inde- 
pendently isolated in the United States by Riches et al. 
(Science, 1948, 107, 396) and named by them vitamin 
B,.—Edditor.] S. Karani 


1366. Incidence of the Blood Groups and the Secretor 
Factor in Patients with Pernicious Anemia and Stomach 
Carcinoma 

R. P. LaApENson, S. O. SCHWARTZ, and A. C. Ivy. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 217, 194-197, Feb., 1949. 10 refs. 


Studies of blood groups and of the secretion of blood 
group specific substances in the saliva were carried out in 
160 patients with pernicious anaemia, 5 of whom also had 
gastric carcinoma, and_in 10 cases of gastric carcinoma 
without pernicious anaemia. No definite relation was 
found between pernicious anaemia and either the blood 
group or the secretion of group-specific substances in the 
saliva, and the secretor trait was not related to the 
presence or absence of atrophic changes in the gastric 
mucosa. In the cases of gastric carcinoma the normal 
distribution of blood groups and secretor trait was 
found. A, Brown 


1367. Observations on Relapses in Pernicious Anemia 

E. Jones, C. C. TILLMAN, and W. J. DarBy. Annals of 
Internal Medicine [Ann. intern. Med. 30, 374-380, Feb., 
1949. 6 figs., 5 refs. 


Twelve patients entirely free from neurological disease 
and whose pernicious anaemia was fully controlled with 
liver therapy were suddenly deprived of all active treat- 
ment in order to see what would happen. Neurological 
disorders were not induced in this small series by this 
deprivation. FFor many months the patients seemed on 
crude clinical assessment to be neither better nor worse. 
A haematological relapse affecting erythrocyte count, 
cell volume, and haemoglobin value occurred in half the 
series and even so was only definitely demonstrable after 
12 months. Six patients out of the 12 had no relapse for 


more than 2 years so far as could be judged on clinical and 


haematological testing. 


[The authors present this little series without much 
comment, and it is obviously a report which will need 
checking and testing on other and larger series. 
draw the rather bold conclusion from the report that folic 
acid may cause neurological disorders if given to patients 
with pernicious anaemia. This is in keeping with the 
view that folic acid may be a dangerous drug (Davidson),] 

G. F. Walker 


1368. Méegaloblastic Anaemia in an Infant 
J. H. HUTCHINSON and P. MACARTHUR. Lancet [Lancet] 
1, 916-917, May 28, 1949. 3 figs., 9 refs. 


1369. Nutritional Macrocytic Anaemia in Temperate 
Zones 
J. Rupie and C. D. CALNAN. British Medical Journal 
[Brit. med. J.] 1, 1079-1081, June 18, 1949. 1 fig,, 
17 refs. 


1370. Multiple Pregnancies and Erythroblastosis Fetalis 
A. Sapowsky and A. BRZEZINSKI. Lancet [Lancet] 1, 
303-305, Feb. 19, 1949. 7 refs. 


In the authors’ obstetric clinic in Jerusalem 9-6% of 
women were Rh-negative. Erythroblastosis foetalis 
occurred in 0-05% of all infants, and in 0-5% of those 
infants born of Rh-negative women. Thirty-two Rh- 
negative women, wives of Rh-positive husbands, were 
selected for study because they had had 6 or more 
(6 to 14) infants. Their blood was tested before, during, 
and after the last pregnancy in a search for Rh antibodies. 
None was found. The results of their 311 deliveries 
were compared with those in a group of similarly multi- 
parous Rh-positive women. 


Normal | Pre- Still- Mis- 
Delivery} mature | births! carriages | Total 
at Term | Delivery No. 

% % % % 
Rh-negative 86:1 2:2 1-5 99 
Rh-positive 85-1 2:8 1-5 10-7 324 
| 


The conclusion is drawn that “* repeated incompatible 
pregnancies (6-14) are in themselves insufficient to cause 
maternal immunization ”’. John F. Loutit 


1371. Hepatic and Pancreatic Lesions in Erythroblastosis 
Foetalis. (Lésions hépatiques et pancréatiques dans 
l’érythroblastose foetale) 

P. EGGIMANN. Annales Paediatrici [Ann. paediatr., 
Basel] 172, 73-98, Feb., 1949. 3 figs., bibliography. 


Recent work on erythroblastosis foetalis has revealed 
interesting relations with other diseases. In the present 


paper the degenerative changes occurring in the par- 
enchymatous organs (liver, brain, and pancreas) in this 
condition are stressed. They are of greater importance 
for the ultimate prognosis than either the anaemia or the 
jaundice. Various views on their pathogenesis are 
examined and it is accepted that the degeneration is the 
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result of haemolysis and of a cytotoxic antigen-antibody 

reaction at the level of the cells or the blood vessels. 
Two cases of hydrops foetalis with liver damage are 

presented. In the first case there was a focal intralobular 


‘cirrhosis with calcification, in the other case a diffuse 


intralobular and perilobular cirrhosis of the liver and a 
cirrhosis of the pancreas without cyst formation. The 
lesions were congenital, and antibodies were present in 
the maternal serum. Other possible causes of liver 
damage were excluded. Previously, scant attention has 
been paid to these changes. In 133 papers on erythro- 
blastosis foetalis reporting 275 necropsies with 226 
examinations of the liver 71 cases of degeneration in all 
stages were found. However, in 13 out of 15 cases of 
icterus gravis described elsewhere, degenerative signs in 
the liver have been observed. The site of the damage 
depends apparently upon the severity of the disease, 
that is, upon the antibody titre in the maternal blood and 
the antigen activity. Perilobular damage occurs in cases 
of severe intoxication and centrilobular change in milder 
cases, because the less oxygenated centres of the acini have 
been alieady damaged by a weaker concentration of 
toxins. Diffuse biliary cirrhosis mainly follows cases of 
icterus gravis and it may be justifiable to regard this 
syndrome as a separate entity in erythroblastosis foetalis. 

Changes of the pancreas in erythroblastosis foetalis 
have been infrequently investigated. In the series 
mentioned above only 39 histological investigations of the 
pancreas were carried out; foci of erythropoiesis and 
changes in the islets of Langerhans were described. 
Recently, disturbances of exogenous function with 
absence of, or abnormal values of, trypsin and diastase 
have been observed in icterus gravis with clinical signs of 
fat intolerance, as well as an association of familial 
cystic fibrosis of the pancreas and bronchiectasis with 
erythroblastosis foetalis. These two conditions are also 
regarded as due to an antigen-antibody reaction in the 
epithelial cells of the bronchi, intestinal tract, and 
pancreas, resulting in the production of an inspissated 
secretion which leads to stasis and subsequently to dilata- 
tion and atrophy of the acini and the secretory ducts, and 


to fibrosis of the stroma, a more constant sign than cyst © 


formation. The second case presented supports this 
conception. M. Dynski-Klein 


1372. Sickle Cell Disease; Studied by Measuring the 
Survival of Transfused Red Blood Cells 

S. T. E. CALLENDER, J. F. NicKeL, C. V. Moore, and 
E. O. PoweLt. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 34, 90-104, Jan., 1949. 
8 figs., 14 refs. 


The survival of transfused erythrocytes was measured 
by means of the Ashby technique of differential agglutina- 
tion (J. exp. Med., 1919, 29, 267), the transfused cells 
being differentiated by the ABO or MN groups. Venous 
blood was taken and counts were made at frequent 
intervals after transfusion. Survival of sickle cells was 
estimated by counting the number of abnormal forms per 
100 erythrocytes after bubbling carbon dioxide through 
each sample of venous blood under paraffin for 20 minutes 
to ensure full sickling. 


When normal erythrocytes were transfused into 3 
patients with sickle-cell anaemia the survival times were 
normal. But when 4 normal subjects received blood 
from patients with sickle-cell anaemia there was in each 
case a rapid initial destruction of the transfused cells. 
The speed of haemolysis was not maintained, however, 
and a small proportion of sickle cells survived for a 
longer period. When blood from 5 healthy subjects 
with the sickle-cell trait was given to 5 normal recipients, 
the survival of the transfused trait cells was normal in 
4 cases and slightly reduced in the fifth. 

A patient with sickle-cell anaemia was given two 
transfusions from a donor with sickle-cell anaemia. On 
the first occasion the rate of destruction of transfused 
sickle cells was comparable to that found in normal 
subjects. On the second occasion, inhalation of 70 to 
80% oxygen was started 2 hours before transfusion and 
continued for 10 days; although destruction of the 
transfused cells was abnormally rapid during the first 
10 days, it was slower than after the previous transfusion, 
and when oxygen was discontinued there was an 
immediate acceleration of cell destruction. However, 
when a patient with chronic cyanosis from congenital 
heart disease was given a replacement transfusion from a 
donor with the sickle-cell trait, the survival time of the 
transfused cells did not vary from normal. : 

It is concluded that the increased haemolysis in sickle- 
cell anaemia is a function of the abnormal erythrocyte 
itself. This is confirmed by the finding that oxygen 
administration, which has been shown by Reinhard and 
others (J. clin. Invest., 1944, 23, 682) to diminish 
intravascular sickling, prolongs the survival time of 
sickle cells. R. B. Lucas 


1373. The Serum Iron Level in Some Anaemic Conditions 
in Surgery and the Principles of their Treatment. 
B CbIBOPOTKE KPOBH MpH HEKOTOPBIX 
AHEMHMYECKHX COCTOAHHAX B KIIMHHKE 
HX) 

E. STEPANYAN. Menuunna [Klin. Med., 
Mosk.] 27, No. 4, 59-66, April, 1949. 1 fig., 8 refs. 


1374. Syndrome of Diaphragmatic Hernia and Anaemia 
A. D. Copounts. British Medical Journal [Brit. med. J.] 
1, 805-807, May 7, 1949. 5 refs. 
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1375. Toluidine Blue in Bleeding Associated with 
Thrombopenia 

J. E. Hotousexk, J. V. HENDRICK, and W. J. HO 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 139, 214-216, Jan. 22, 1949. 2 refs. 


It has been shown (Allen and Jacobson, Science, 1947, 
105, 388) that toluidine blue or protamine will check the 
haemorrhagic tendency caused by the prolonged exposure 
of animals to x rays, probably as a result of their ability 
to render heparin inactive, and also (Allen et al., Ann. 
intern. Med., 1947, 27, 382) that by titration of the blood 
of patients with thrombocytopenic purpura an increased 
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heparin-like activity can be demonstrated which can be 
neutralized in vitro by these same substances. 

The authors have treated 3 patients with intravenous 
toluidine blue. The first was a young girl with apparently 
typical thrombocytopenic purpura, which was not 
improved until splenectomy was performed. The second 
patient, a woman of 52 with a severe unexplained 
anaemia who suddenly started to bleed from the gastro- 
intestinal tract, the sternal marrow biopsy track, and 
elsewhere, responded dramatically to transfusions of 
toluidine blue after blood transfusions had failed to stop 
the bleeding. [The platelet count is not recorded in 
this case.] The third patient was a woman with sub- 
leukaemic lymphatic leukaemia with terminal haemor- 
rhages and thrombocytopenia. Although the toluidine 
blue did not affect the final outcome, it checked the 
haemorrhage. 

The authors conclude that the antiheparin drugs are 
of value in the treatment of petechial bleeding and 
oozing in properly selected cases. Janet Vaughan 


1376. Haemorrhagic Thrombopathy due to Benzene and 
with a Slight Thromboplastin Deficiency Parallel to 
Morphological Changes in the Platelets. (Thrombopathie 
hémorragique benzolique avec petit déficit en thrombo- 
plastine paralléle a Jaltération morphologique des 
plaquettes) 

P. Croizat, J. FAvre-Gitty, and P. More-. 
[Sang] 19, 435-441, 1948. 6 figs. 


A man who in his work was exposed to benzol fumes 
for 13 years developed epistaxis, Méniére’s syndrome, and 
retrobulbar neuritis. Red and white cell counts were 
within normal limits. Platelets numbered 200,000 per 
c.mm. but marked pleomorphism was present and they 
clustered together in films. The clotting time was 16 to 
22 minutes and the prothrombin concentration 90% of 
normal. The clotting time and the morphology of the 
platelets returned to normal after 2 months of rest. 
There was also thromboplastin deficiency as estimated 
electrophotometrically. The labyrinthine disorder is 
assumed to have been due to a haemorrhagic lesion. 
Similar alterations in the morphology of platelets are 
almost physiological during menstruation. 

E. Neumark 


Sang 


1377. Some Experiments on the Treatment of Hemo- 
philia with Mercury. [In English] 

F. R. BARANy. Acta Medica Scandinavica [Acta med. 
scand.] 132, 161-169, Dec. 8, 1948. 4 figs., 4 refs. 


Following the observation that muitiple thromboses 
occurred in a patient with heart disease receiving repeated 
injections of a mercurial diuretic, the action of some 
mercurial compounds was investigated in 6 known cases 
of haemophilia. A diminution in clotting time was noted 


in 4 of them; in all of them this occurred after the intra- 
venous injection of 1 ml. of a mercurial diuretic, in 2 
after the intramuscular injection of an oil containing 
41-75% mercury, and in 2 of them after the daily inunc- 
tion for a week of 4 g. of an ointment containing 30% 
mercury. The intramuscular injection produced a local 


haematoma requiring blood transfusion, and this resulted 

in a more marked and more prolonged reduction in 

clotting time. [No explanation of this effect is offered.] 
E. T. Ruston 


1378. 
tion 
J. G. Humpie. Blood [Blood] 4, 69-75, Jan., 1949, 
3 figs., 2 refs. A 


The Mechanism of Petechial Hemorrhage Forma- 


The vessels in the skin of the antecubital fossa were 
studied by direct observation with a low-power micro- 
scope with oil-immersion objective. Before inflation of a 
constricting cuff few vessels could be seen; when the cuff 
was inflated to 90 to 100 mm. Hg it was possible to see 
capillary loops, minute venules, and, in the creases of the 
skin, the precapillary arteriole. 

Cases of several types were studied: 5 of primary 


thrombocytopenic purpura, 5 of non-thrombocytopenic _ 


purpura, and others of purpura secondary to such 
conditions as monocytic leukaemia. The site of the 
haemorrhage in all cases was at the arteriolar end of the 
capillary loop—that is, at the place where intracapillary 
pressure is highest. The erythrocytes were shot out into 
the tissues without interruption of the blood flow in the 
capillary. It was noted that the behaviour of the 
erythrocytes after emission, and the rate of their absorp- 
tion by the lymphatics, varied somewhat in different 
conditions. M. C. G. Israéls 


LEUKAEMIAS 


1379. Carbamates in the Chemotherapy of Leukemia. 
VI. The Influence of Urethan and Blood Acid-Base 
Equilibrium on Mouse Chloroleukemia 1394 

H. E. Skipper and J. B. CHAPMAN. Cancer Research 
[Cancer Res.] 9, 158-161, March, 1949. 7 refs. 


Treatment of mice with urethane (900 mg. per kg. 
body weight) raised the pH of the blood from the normal 
value of 7:22 to a value of 7:27 to 7:37. Treatment with 
sodium bicarbonate (1 g. per kg.) had a similar effect, 
while ammonium chloride (200 mg. per kg.) lowered the 
blood pH to between 7-01 and 7:16. Administration of 
sodium bicarbonate or ammonium chloride did not have 
any therapeutic action on mouse chloroleukaemia 1394. 
The giving of ammonium chloride to urethane-treated 
mice in amounts sufficient to overcome the alkalosis 
induced by urethane did not reduce the antileukaemic 
action of urethane. E. Boyland 


1380. Lymphoblastic Leukaemia Treated with Urethane 
D. PuLLEN. British Medical Journal [Brit. med. J.) 1, 
137-138, Jan. 22, 1949. 1 fig., 2 refs. 


A child aged 14 months was admitted to hospital on 
July 19, 1947, and on July 21 a diagnosis of acute lympho- 
blastic leukaemia was made. There were 27,700 leuco- 
cytes per c.mm., of which 98% were of the lymphocytic 
series and consisted largely of lymphoblasts. On July 23 
the haemoglobin value was 28% and 600 ml. of group O 
blood was transfused. Treatment with urethane, 0-1 g. 
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thrice daily, was started and a total of 3-25 g. was given 
in 34 days. On August 22 the leucocyte count was 4,000 
per c.mm. with 61% of neutrophils. A further trans- 
fusion of 600 ml. was given and the child was sent home 
apparently well on Sept. 28. She died on Oct. 27. 
[Since the outcome of this case, as might be expected, 
was fatal some three months after diagnosis, it is difficult 
to understand why the author states that the use of 
urethane was justified. ] Geoffrey McComas 


1381. Aminopterin (A Folic Acid Antagonist) in the 
Treatment of Leukemia 

L. M. Meyer, H. Fink, A. SAwiTsky, M. ROwWEN, and 
N. D. Ritz. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 119-126, Feb., 1949. 10 refs. 


This paper describes the effect of treatment with 
aminopterin on 43 patients with leukaemia. [It is 
written in a condensed style and reference to the original 
should be made by workers using aminopterin for 
therapeutic purposes.] In 18 patients there were changes 
in the peripheral blood and bone marrow, but in only 4 
children, 3 with acute lymphatic and 1 with acute myeloid 
leukaemia, was there definite though temporary improve- 
ment in the haematological picture. Fourteen patients 
developed moderate to severe leucopenia with bone- 
marrow hypoplasia. No effect on erythrocytes, haemo- 
globin, platelets, or temperature was noted. The 
authors emphasize the toxicity of aminopterin, especially 
in patients receiving prolonged treatment. Mucous 
membrane lesions were the most frequent and most 
troublesome of the toxic signs, occurring in the mouth 
and in the gastro-intestinal canal and leading to haemate- 
mesis and rectal bleeding. Alopecia and a maculo- 
papular haemorrhagic skin rash were occasionally seen. 
In myeloid leukaemia the dose given intramuscularly 
varied from 0-5 to 5 mg. daily for a period of 5 days to 
4 months, a maximum dose of 600 mg. being reached. 
In lymphatic leukaemia the dose varied from 0-5 to 2 mg. 
daily with a maximum of 51 mg. The unpredictability of 
the action of the drug and its extreme toxicity indicate to 
the authors that it can only have a limited therapeutic 
use. Janet Vaughan 


1382. Use of a Folic Acid Antagonist in Chronic 
Leukemia 

L. BERMAN, A. R. AxeLrop, E. C. VONDER HEIDE, and 
E. A. SHARP. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 127-133, Feb., 1949. 7 figs., 
15 refs. 


Five cases of chronic myeloid and 4 cases of chronic 
lymphatic leukaemia were treated with aminopterin given 
by mouth, the maximum dose given being 132 mg. A\l- 
though definite temporary haematological changes were 
observed, there was no subjective improvement in any of 
the patients. In 2 patients with lymphatic leukaemia 
there was some slight decrease in the size of the lymph 
nodes. The toxic effects noted in order of their appear- 
ance were pharyngitis, stomatitis, sore tongue, cramp- 
like abdominal pain sometimes associated with diarrhoea, 
dermatitis, and alopecia. The dose producing toxig 


effects varied from 30 to 75 mg., though one patient 
received 105 mg. without showing any toxic signs. In 
2 cases studied at necropsy soon after cessation of 
treatment there was no lesion which could be attributed 
to the drug. The authors conclude that the use of the 
drug in chronic leukaemia is limited by the early develop- 
ment of toxic phenomena. Janet Vaughan 


1383. Preliminary Studies on the Effect of 2,6-Diamino- 
purine on Transplanted Mouse Leukemia 

J. H. BURCHENAL, A. BENDICH, G. B. Brown, G. B. 
E.ion, G. H. Hitrcuincs, C. P. RHoaps, and C. C. 
Stock. Cancer [Cancer] 2, 119-120, Jan., 1949. 5 refs. 


There are reasons for regarding 2 : 6-diaminopurine as 
a folic acid antagonist. Its effect on mouse leukaemia 
was therefore estimated by a technique similar to that 
used for previous tests. Only one strain of leukaemia 
was tested, a relatively acute lymphoid leukaemia. Sur- 
vival time was increased among the treated animals, the 
effects being similar to those obtained by treatment with 
amethopterin. M. C. G. Israéls 


1384. The Nitrogen Mustards in the Treatment of 
Leukemia 

J. H. BURCHENAL, W. P. L. Myers, L. F. CRAverR, and 
D. A. KARNOFSKY. Cancer [Cancer] 2, 1-17, Jan., 1949. 
7 figs., 28 refs. 


The results of nitrogen mustard treatment in 38 cases 
of leukaemia are summarized. There were 16 cases of 
chronic myeloid leukaemia, 17 of chronic lymphatic 
leukaemia, and 5 of acute or subacute leukaemia. Most 
patients were given methyl-bis-(8-chloroethyl)amine 
(HN;), but a few were given the tris compound (HN;). 
No significant therapeutic difference has been found 
between these two mustards. 

The acute cases did not respond at all. The chronic 
myeloid patients responded best, the leucocyte count 
falling in all cases; an improved differential count was 
found in 13 cases, a rise in haemoglobin level in 7, and 
in 10 the spleen became smaller; remissions lasted for 
from 2 weeks to 5 months. The results in chronic 
lymphatic leukaemia were not so good: the leucocyte 
count fell in 12 of the 17 cases, but only in 4 cases was 
the differential count improved and in none was there a 
rise in haemoglobin level; lymph nodes became smaller 
in 7 cases and remissions lasted for from 1 to 29 months. 

Chronic myeloid leukaemia, if untreated, runs its 
course in about 3 years, and most forms of treatment have 
failed to prolong life. Nitrogen mustard seems, on the 
evidence presented, to be no exception in this respect, 
and although it frequently causes complete clinical and 
haematological remission for periods up to a year in 
the first place, subsequent remissions are shorter and 
shorter until treatment has no effect at all, and the end 
then comes soon. During the time treatment is effective, 
however, the patient can lead a reasonably normal life. 
In chronic lymphatic leukaemia the value of nitrogen 
mustard treatment seems less certain. Most of the 
authors’ patients who were in poor condition at the 
start of treatment responded poorly, while long remissions 
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were usually confined to those who were in good clinical 
condition and in whom the diséase seemed to be of a 
slowly progressing type. Of 4 other nitrogen mustard 
variants tried, none had any demonstrable advantage 
over HNg. M. C. G. Israéls 


1385. Congenital Leukaemia. (Leucémie congénitale) 
J. HouStEKk and J. BRACHFELDOVA. Annales Paediatrici 
[Ann. paediatr., Basel] 172, 98-103, Feb., 1949. 10 refs. 


Acute congenital leukaemia is a rare disease, but 20 
cases (16 of the myeloblastic type, 3 of the lymphatic type, 
and one case of doubtful variety) have been reported in 


the last 25 years. The authors describe 3 new cases of this — 


disease, in 2 of which the diagnosis was confirmed at 
necropsy. In two babies the condition was fully 
developed immediately after birth; in the third case 
clinical signs appeared only in the second week. Enlarge- 
ment of the liver and spleen, haemorrhagic diathesis, and 
the presence of leukaemic infiltrations in the skin were 
the main clinical findings, apart from the blood picture 
which showed a paramyeloblastic tendency in two cases 
and a micromyeloblastic form in the third case. The 
oxidase reaction was positive. Rh incompatibility was 
excluded and there was no familial tendency. All 
patients died soon. No therapy was attempted. 
M. Dynski-Klein 


1386. Bone Sclerosis in Leukemia and in Non-leukemic 
Myelosis 

F. WinpuHowz and S. E. Foster. American Journal of 
Roentgenology and Radium Therapy (Amer. J. Roentgenol.] 
61, 61-76, Jan.,-1949. 13 figs., 39 refs. 


The authors studied 10 cases of bone sclerosis asso- 
ciated with leukaemia or non-leukaemic myelosis and 
conclude that sclerosis of one or several bones occurs 
most frequently in monocytic leukaemias and in 
aleukaemic lymphadenosis, whereas sclerosis of the whole 
skeleton is most characteristic of non-leukaemic myelosis 
and, when accompanied by a considerable enlargement 
of the spleen, of non-leukaemic chronic myelosis. 
Splenectomy and radiotherapy are considered to be 
inadvisable in cases of generalized bone sclerosis since 
either may hasten the death of the patient, whereas with- 
out such treatment patients have been known to live for 
30 years or more. Periosteal bone formation in long 
bones was preceded by multiple small, often micro- 
scopic areas of bone absorption in the cortex. 

A. Orley 
1387. The Presence of Leukaemogenic Substances in 
the Urine of Healthy Individuals. (Sulla presenza di 
sostanze leucemogene nelle urine di individui sani) 
G. Scotti. Rassegna di Fisiopatologia Clinica e Tera- 
peutica (Rass. Fisiopat. clin. terapeut.] 20, 290-310, 
Nov.—Dec., 1948. 25 refs. 


A detailed account is given of the various theories of 
the pathogenesis of the leukaemias and an attempt to 
isolate leukaemogenic substances from the urine of normal 
healthy individuals is described. ; 

After acid hydrolysis the urine was repeatedly extracted 
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’ and then into neutral sterile olive oil. 


OF THE BLOOD 


with chloroform and the extract dried over anhydrous 
sodium sulphate and concentrated at 75 to 86°C. in an 
atmosphere of nitrogen. Finally, the last chloroform 
was removed at low temperature in vacuo. The residue 
was extracted with a solution of sodium hydroxide, at 
PH 7°5, and an insoluble portion taken up in chloroform 
A second batch 
of urine was similarly extracted with chloroform and the 
extract then passed through a column of alumina. Of 
the 5 fractions separated each was divided between 
alkali and oil as previously. 

All the samples were tested for leukaemogenic activity 
by injection into guinea-pigs. The results indicated a 
stimulation of the bone marrow, liver, and spleen, but 
nothing comparable with leukaemia. Water-soluble 
fractions were more effective than oil-soluble ones. 

G. Calcutt 


1388. The Presence of Leukaemogenic Substances in the 
Urine of Patients with Leukaemia. (Sulla presenza di 
sostanze leucemogene nelle urine di leucemici) 

G. Scotti. Rassegna di Fisiopatologia Clinica e Tera- 
peutica (Rass. Fisiopat. clin. terapeut.] 20,-311-—331, Nov.- 
Dec., 1948. 1 fig., 28 refs. 


In an earlier paper (see Abstract 1387) the author 
reported the presence of substances in urine which caused 
stimulation of the bone marrow, spleen and liver. This 
work is now extended to the urine of leukaemic patients. 

The extraction methods used were those previously 
described and tests were carried out on guinea-pigs. 
The results were similar to those found with normal urine 
extracts but quantitatively considerably more intense and 
more widespread. It is concluded that the action is due 
rather to some toxic substance than to a substance with a 
specific action on the haematopoietic organs. 

G. Calcutt 


1389. Fractions Influencing Haematopoiesis Prepared 
from the Urine of Leukaemic Patients. (Sulle frazioni 
alteranti l’ematopoiesi preparate dalle urine di leucemici) 
A. Sotpiand Farmaco [Farmaco] 3, 658-664, 
Nov.—Dec., 1948. 10 refs. 


By approximately the method of Turner and Miller 
105 litres of urine from leukaemic patients was extracted, 
The urine was hydrolysed by boiling with concentrated 
hydrochloric acid (25 ml. per litre of urine) for 5 to 10 
minutes. Repeated extraction with chloroform and 
evaporation of the solvent followed. The residue was 
taken up into 2N sodium hydroxide and extracted with 
ether. The alkaline aqueous portion was saturated with 
carbon dioxide and extracted again with ether. Residue 
was acidified with 4N hydrochloric acid and a further 
ether extraction carried out. The remaining acid solu- 
tion was used for testing, while the ether extracts were 
evaporated to dryness, heated on a water bath with weak 
acid, and then taken up into petrol-ether. This extract 
was shaken with methyl alcohol at 90°C. and then 
evaporated to dryness. Dissolved in water this formed a 
second test fraction. Trials of the two fractions on 10 
guinea-pigs lasted up to 97 days. No indication was 


found of any leukaemogenic substance. G. Calcutt 
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1390. The Eosinophilic Respiratory Syndrome. A Re- 
view of 100 Cases 

E. Soysa. Journal of the Royal Army Medical Corps 
[J.R. Army med. Cps] 92, 1-23, Jan., 1949. 11 figs., 
39 refs. 


This paper gives an account of the condition described 
in 1943 by Weingarten (Lancet, 1943, 1, 103) under the 
name of tropical eosinophilia: in 100 cases of the con- 
dition observed by the author in Ceylon its association 
with mite infestation of the lungs was clearly demon- 
strated. 

The author recognizes three stages in the clinical 
course. The first lasts between a week and a month and 
is characterized by fever, malaise, and anorexia. This 
is succeeded by a bronchitic stage, with low fever and 
paroxysms of cough, which may last from 1 month to 
3 years. In the final stage asthmatic attacks are added 
to the bronchitis, and febrile attacks become less fre- 
quent. The radiological findings are described as con- 
sisting of diffuse striations and widespread, ill-defined, 
mottled opacities uniformly distributed throughout both 
lung fields. These appearances are most prominent 
between the second and sixth months of the clinical 
course. The total leucocyte counts in the series described 
varied between 10,000 and 70,000 per c.mm. and the 
eosinophil counts between 1,000 and 50,000 per c.mm. 
There were, it was noted, sudden spontaneous falls in the 
eosinophil count which might last for as long as 4 
days, during which period the diagnosis might be 
missed. 

On investigation of the environment of the patients 
it was found that in 80% there was reason to believe that 
they had been exposed to an atmosphere heavily con- 
taminated with mites. The biggest group was in close 
contact with stored foodstuffs, in which mites are often 
abundant. The sputum of 67 patients was examined 
for mites, which were found in 42 instances. Mites were 
apparently expectorated more freely during the early 
stages of arsenical treatment, when it was often easy to 
find them in the sputum. As a control, a series of 44 
specimens of sputa from patients with non-eosinophilic 
respiratory disorders and from healthy persons exposed 
to the risk of inhaling mites were examined; no mites 
were found. 

Organic arsenicals were used in treatment, which was 
in each case followed by complete recovery. Parenteral 
therapy with neoarsphenamine, tryparsamide, or “* acetyl- 
arsan ’’ (diethylamine acetarsol) was given in 12 cases. 
In the remainder oral medication, mainly with carbarsone, 
one 0-25-g. tablet twice daily for 5 days, was carried out. 


’ Following such treatment clinical relief was evident in a 


few days, clearing of the radiograph in 2 to 4 weeks, and 
the eosinophil count usually returned to normal in 6 or 
7 weeks. Howard Nicholson 
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1391 Active Tonus of the Lungs in the Clinical Features 
of Pulmonary Tuberculosis. (AKTHBHBIM TOoHyC nerKux 
B KJIMHHKE JeroyHoro Ty6epKyne3a) 

L. A. EMpin. Meguunua [Klin. Med., 
Mosk.] 27, 33-41, Jan., 1949. 11 figs., 5 refs. 


The author studied the effect of artificial pneumo- 
thorax on closed cavities in the lung. He found that 
in many of these cases the cavity, instead of collapsing, 
increases in size, but if the lung is allowed to re-expand 
the cavity becomes smaller. He explains this as being 
due to varying tonus of the smooth musculature of the 
lung tissue. 

In many cases of this type, the cavity collapsed after 
the patient had been given atropine—in one case, after 
an injection of carbachol. This happened promptly 
and the effect was lasting, although every attempt to 
collapse the cavity by such procedures as division of 
pleural adhesions had been ineffective. A case is quoted 
in which the introduction of only 20 ml. of gas into the 
left pleural cavity produced a well-marked collapse of 
the lung; 12 days later a pleural puncture on the right 
side (without admission of any gas) produced a definite 
pneumothorax. There was no evidence of trauma, and 
the author ascribes the phenomenon to a _ pleuro- 
pulmonary reflex. Gigilova has investigated the effects 
of atropine and carbachol administration in a number 
of cases of ineffective artificial pneumothorax, and notes 
that the intrapleural pressure fell after carbachol and 
rose after atropine. 

Summing up these experimental findings, the author 
concludes that the autonomic nervous system plays an 
important part in affecting the tonus of the lung muscle 
tissue. He holds that in the development of cavities in 
pulmonary tuberculosis there is a strong factor of 
bronchial spasm, and that antispasmodic drugs may assist 
in collapsing these cavities. L. Firman-Edwards 


1392. Treatment of Staphylococcic Pneumonia and 
Empyema with Penicillin. Report of Six Cases, Two 
with Pulmonary Pneumatocele 

C. G. Watkins, R. W. TicHENoR, J. A. Ross, and 
G. B. Forses. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 76, 648-660, Dec., 1948. 3 figs., 
10 refs. 


Staphylococcal pneumonia is of major importance in 
paediatrics. It is accompanied by severe toxaemia, and 
there is a marked tendency to form subpleural pulmonary 
abscesses frequently involving small bronchioles, so that 
it is almost always complicated by empyema, often with 
bronchial fistulae. The pyopneumothorax thus formed 
may be of the tension variety and will urgently require 
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relief. The authors describe 6 cases, in 5 of which 
unilateral empyema was present, 2 of these patients 
having pyopneumothorax on admission to hospital. 
They were treated by closed siphon drainage of the 
empyema, systemic penicillin 10,000 units 2-hourly in 
all cases, and sulphadiazine in 5 of the patients. Intra- 
pleural penicillin was not used. Of the 6 patients 2, 
both infants, died. The percentage mortality figures 
for the same hospital for 14 cases occurring in the period 
1936-44 were 57 for children of all ages and 100 for 
infants. Cyst-like areas were seen in the chest radio- 
graphs from 2 of the cases and were considered to be 
pulmonary pneumatoceles due to persistent check-valve 
obstruction of bronchioles. These disappeared in 3 
weeks and 9 months respectively, leaving no evidence of 
pulmonary damage. W. M. L. Turner 


1393. Electrophoretic Changes in Plasma Proteins in 
Patients with Pneumococcic Infections 

R. A. Bruce and E: L. ALLING. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 398-404, Dec., 1948. 1 fig., 
8 refs. 


Alterations in the plasma proteins were investigated 
electrophoretically in 23 patients during the course of 
pneumococcal infections. «-Globulin and fibrinogen 
levels rose rapidly, and during convalescence de- 
clined slowly. Hypo-albuminaemia and consequent 
hypoproteéinaemia developed gradually, the lowest levels 
being reached during the second week. The more 
severe degrees were found in association with malnutri- 
tion, chronic alcoholism, and congestive cardiac failure. 
y-Globulin levels were raised in 10 patients and 
lowered in 2. Intramuscular injections of human 
immune y-globulin in 7 cases were followed by appreci- 
able rises in the concentration of this fraction, but the 
observations were inconclusive. J. R. Bignall 


1394. Effects of Albumin on Hypo-albuminemia in 
Pneumococcic Pneumonia 

R. A. Bruce and E. L. ALLING. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 404-406, Dec., 1948. 2 figs. 


Six patients recovering from pneumococcal pneumonia 
received -intravenous injections of human albumin. 
Significant increases in plasma albumin concentrations 
were found. The retention of protein was greater than 
could be accounted for solely by the amount of albumin 
injected. [There is no mention of any observed effect 
on the course of the disease. ] J. R. Bignall 


1395. Pulmonary Syphilis. (Uber Lungensyphilis) 

K. Steur. Deutsches Archiv fiir Klinische Medizin 
[Disch. Arch. klin. Med.) 194, 156-178, 1949. 10 figs., 
48 refs. 


Twelve cases of pulmonary syphilis are described. In 
8 the diagnosis was confirmed at necropsy and in 1 by 
response to treatment; in 3 cases the diagnosis was 
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probable but not definite. Pulmonary syphilis, a rare 
manifestation of the tertiary stage, may appear in two 
forms, an interstitial, often perihilar, pneumonia and a 
gumma; mixed types occur. Liquefaction of gummata 
may on rare occasions cause cavities. Healing may 
result in fibrosis and bronchiectasis. Stenosing gummata 
of the trachea and main bronchi cause atelectasis. Acute 
pneumonia does not occur. © Pyrexia is not present unless 
there is a complicating bronchitis or bronchiectasis, 
Clinical diagnosis is difficult, but may be reasonably 
certain in gummatous forms. Interstitial pneumonic 
processes may be suspected, but can only be confirmed 
by necropsy. Bernard Freedman 


1396. The Treatment of Acute Putrid Lung Abscess with 
Penicillin and Sulfadiazine 

B. P. STIVELMAN and J. KAvee. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 343-363, Feb., 1949, 
13 figs., 8 refs. 


Acute putrid lung abscess is not necessarily or even 
frequently a sequel of pneumonia. It arises rather 
in the course of unconsciousness from epilepsy or 
alcoholism or similar conditions of coma, when septic 
material may be inhaled into a bronchus. The formation 
of an abscess is promoted by local pulmonary collapse, 
anoxaemia, and atelectasis. A large abscess of strikingly 
globular form may develop in a very short time. Such 
an abscess rarely clears up spontaneously, but the present 
series of 21 cases, beautifully illustrated, is intended to 
show that immediate surgical treatment for the acute 
lung abscess is no longer good practice. Of the present 
series 19 cleared up quickly and satisfactorily under 
treatment with sulphadiazine and penicillin in con- 
ventionally full doses. One patient died of a brain 
abscess and one abscess became chronic. 

A chronic abscess does not, however, respond well to 
medical treatment, but every such case should receive 
penicillin and sulphadiazine before surgery. The authors 
show that such a procedure lessens toxaemia and shortens 
convalescence. G. F. Walker 


1397. Enlargement of the Bronchial Arteries, and their 
Anastomoses with the Pulmonary Arteries in Bronchiec- 
tasis 

A. A. Ligpow, M., R. HALes, and G. E. LINpDskoG. 
American Journal of Pathology [Amer. J. Path.| 25, 
211-231, March, 1949. 12 figs., 22 refs. 


The authors have devised, and described elsewhere, a 
method of injecting coloured plastic into the blood 
vessels of the lung and into the bronchial tree. The 
injected preparation can then be studied by means of 
ordinary histological sections, and in addition the tissue 
can be destroyed by hydrochloric acid, leaving a cast of 
variously coloured blood vessels and the bronchial tree. 

In 15 out of 18 specimens of resected bronchiectatic 
lungs anastomoses were seen connecting the bronchial 
with the pulmonary arteries. There were no anastomoses 
between the bronchial artery and the pulmonary veins. 
The mode of development and the physiological signifi- 
cance of these interarterial channels are considered, and 
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it is suggested that they arise in the granulation tissue 
of the organizing pneumonitis which precedes bronchiec- 
tasis. This granulation tissue derives its blood supply 
from both arterial systems, and it is argued that the 
anastomoses -represent persisting vascular communica- 
tions, which remain patent and are functionally active 
after the bronchiectasis has fully developed. They are 
probably important in the genesis of certain forms of 
pulmonary hypertension. L. Crome 


1398. Acute Diffuse Interstitial Fibrosis of the Lungs. 
Report of a Case 

B. P. Porter and I. E. Gersper. Archives of Internal 
Medicine [Arch. intern. Med.} 82, 113-124, Aug., 1948. 
9 figs., 2 refs. 


From the Pollak Hospital for Chest Diseases, Jersey 
City, N.J., comes a single case report with necropsy 
findings. The patient, aged 33, presented a picture of 
progressive pulmonary insufficiency with fever, and died 
8 months after admission. The only significant signs 
““were scattered subcrepitant inspiratory rales over the 
lungs anteriorly which disappeared on coughing”’. 
Detailed laboratory examinations were negative. The 
initial radiograph, taken 6 months after the onset of 
symptoms, showed increase in the basal pulmonary 
markings. A month later this appeared as a “ veiled” 
infiltration extending into the mid-pulmonary fields, and 
eventually spared only the apices. Histologically the 
characteristic lung changes described by Hamman and 
Rich were seen, with the exception that in this case 
there was a striking proliferation of the alveolar epithe- 
lium. The cause of this condition is still unknown. 

The authors considered a virus factor in view of the 
histological resemblance to measles and whooping- 
cough pneumonia, but rejected this when no intra- 
nuclear inclusion bodies were found. [There is no note 
of any attempt to culture a virus or detect serum anti- 
bodies, and no explanation is offered of the patient’s fever 
during the last 6 weeks of life.] R. N. Johnston 


1399. The Significance of Disturbances of the Respira- 
tory Mechanism (Pulmonary Dynamics) in Clinical 
Features and Pathogenesis of Pulmonary Emphysema. 
(SHayeHHe MeXaHH3Ma AbIxXaHHA 
QWHaMHKH) B KJIMHHKE MaToreHese 9MH3eMbI 

B. E. BotcHAL and T. I. Bipikova. 
Meguunna [Klin. Med., Mosk.] 27, No. 1, 19-32, Jan., 
1949. 9 figs. 


Dyspnoea in emphysema is characterized by the fact 
that it appears after sudden effort rather than after long- 
continued moderate strain; thus the patient who cannot 
run 20 metres can undertake a fairly long gentle walk. 
It is aggravated by infection, chill, change in the weather, 
or by the patient assuming the horizontal position. It is 
essentially expiratory in character and is not accom- 
panied by a fall in oxygen coricentration in the blood. 
Cyanosis is also not increased by effort, but is aggravated 
by exposure to cold. These points serve to distinguish 
the dyspnoea and cyanosis of emphysema from those due 
to cardiac disturbances. 
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Direct measurement of the vital capacity has less value 
than is usually accorded it, because it varies much under 
different conditions. Thus it is increased by atropine, 
ephedrine, aminophylline, and mercurial diuretics, and 
decreased in forced expiration and when the patient 
assumes the supine posture. To understand these 
variations it is necessary to study the mechanism of 
respiration. The calibre of the bronchioles depends on 
the balance of several forces. Three forces oppose the 
compression due to pressure in the alveoli: (1) resistance 
of the bronchial tissues; (2) elasticity of the lung tissue; 
(3) static air pressure in the bronchi. In emphysema the 
second of these is diminished, and forced expiration, by 
increasing intra-alveolar pressure, may tip the balance in 
favour of bronchial collapse. 

To measure the duration, rate, and volume of each 
inspiration and expiration, the authors have devised an 
instrument which they call a pneumotachograph, based 
on Cochrane’s model. It is based on the pressure set up 
by a current of air passing through a small diaphragm 
and records graphically the difference between the pres- 
sures on the two sides of such a diaphragm. For 
measuring intrapleural pressure they use an apparatus 
which records the excursions of the intercostal tissues; 
these movements are recorded on a capsule similar to 
that employed in the pneumotachograph. From a 
study of simultaneous readings on these two instruments, 
they draw the following conclusions: (1) In the majority 
of cases of emphysema vital capacity is diminished, but 
can be increased by administration of drugs which relieve 
bronchial spasm or oedema. (2) Forced expiration 
increases the fall in vital capacity, and this is especially 
noticeable in those cases in which the vital capacity 
under conditions of normal breathing approaches normal 
levels. (3) Pneumotachography records in these cases 
a pathological change in expiratory function. The 
expiratory flow rises, and falls again rapidly; though 
diminished in total volume, it is prolonged in time. 
Drugs which dilate the bronchi tend to restore the condi- 
tion to normal. (4) Contrary to the normal state of 
affairs, the force of inspiration is greater than that of 
expiration, though in the majority of cases both are lower 
than normal. This again is to some extent made normal 
by the administration of antispasmodic drugs. - 

L. Firman-Edwards 


1400. Pulmonary Fibrosis in Generalized Scleroderma. 
Review of the Literature and Report of Four Further 
Cases 

W. E. Lioyp and R. D. Tonkin. Thorax [Thorax] 3, 
241-246, Dec., 1948. 2 figs., 19 refs. 


The authors record 4 cases (3 women and | man) of 
pulmonary fibrosis associated with generalized sclero- 
derma. That generalized scleroderma is not a disease 
of the skin alone was recognized by Lewin and Heller 
in. 1894 when they reviewed the literature and noted 
pulmonary fibrosis in 2 out of 24 cases at necropsy. 
Other organs which may be involved in the fibrosis are 
the myocardium, oesophagus, thyroid, kidneys, and 
pituitary. The disease itself is twice as common in 
women as in men; it usually begins between the third 
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and fourth decades and is preceded by the Raynaud 
syndrome. Calcinosis may be present. Progress may 
be a matter of months or many years: spontaneous 
recovery is rare. The onset is characterized by oedema 
and induration of the dermis, proceeding to a shiny 
atrophic skin, often with pigmented areas. Muscle 
weakness in the early stages may be prominent together 
with myalgia and arthralgia; as the active stage passes, 
muscle wasting, contractures, and shiny, inelastic skin 
develop. The pulmonary condition can exist with the 
clinical picture of Raynaud’s phenomenon only. 
Characteristic dermatological changes may be absent. 
Pulmonary fibrosis may be found post mortem when the 
radiograph during life has not revealed any significant 
abnormality. Some workers believe that generalized 
scleroderma and dermatomyosotis are the same disease. 
E. H. Hudson 


1401. The Treatment of Pneumococcal Pneumonia by 
Penicillin in Aqueous Solution at Long Intervals. Effec- 
tiveness of Two Doses in First Twenty-four Hours Followed 
by Single Daily Injections 

M. Hamsurcer, J. R. BERMAN, R. T. THOMPSON, and 
M. A. BLANKENHORN. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 34, 59-66, Jan., 
1949. 2 figs., 11 refs. 


Sixty-four unselected cases of pneumonia caused by 
typed pneumococci were treated with 300,000 or 200,000 
units of crystalline penicillin in distilled water injected 
intramuscularly, twice in the first 24 hours and then daily 
for 6 days or until the temperature remained normal for 
48 hours. The mortality was 6-3%, being 15% in 
bacteriaemic cases and 2-3% in non-bacteriaemic cases. 
Three of the 4 deaths occurred in patients over 70 years 
old. Response to treatment was rapid and the only 
complications developing after treatment had started 
were 2 sterile effusions. Resolution proceeded normally. 
The authors point out that this series had the lowest 
mortality ever recorded in their hospital, and question 
the need for maintaining a constant level of penicillin 
in the blood, whether by the use of repeated injections 
or a combination of penicillin with a substance delaying 
absorption. J. W. Litchfield 


1402. The Use of the Nitrogen Mustards in the Palliative 
Treatment of Carcinoma, with Particular Reference to 
Bronchogenic Carcinoma 

D. A. KARNorsky, W. H. ABELMANN, L. F. CrAver, and 
J. H. BURCHENAL. Cancer [Cancer] 1, 634-656, Nov., 
1948. 3 figs., 13 refs. 


hydrochloride, a 
nitrogen mustard, was used in the treatment of 35 cases 
of inoperable carcinoma of the lung. The single daily 
intravenous doses given varied from 0-1 to 0-4 mg. per 
kg. body weight, with total courses of 0-4 to 0-8 mg. per 
kg. The authors’ current practice is to give 0-2 mg. per 
kg. daily for 2 days and, unless a leucopenia has developed, 
a third injection of 0-2 mg. per kg. a week later; occasion- 
ally they give a fourth injection of the same dose after 
further week. 


Clinical improvement is claimed in 74% of cases, 
This consisted of some relief of symptoms, objective 
evidence of diminution in size of primary and metastatic 
lesions, and absorption of pleural effusion. The authors 
limit their claim, however, to improvement of a very 
temporary nature, lasting from 2 weeks to 2 months, 


Further courses of nitrogen mustard were less effective - 


than the first. Nitrogen mustard did appear to have 
more effect on the more rapidly growing anaplastic 
tumours. 

Combined x-ray therapy and _ nitrogen-mustard 
treatment was not considered to produce more satis- 
factory results. In one patient the injection of nitrogen 
mustard in a total dosage of 43 mg. into a malignant 
pleural effusion produced no serious reactions and 
appeared to prevent further fluid formation. In another 
patient with pleural effusion severe reactions occurred on 
introduction of nitrogen mustard, and no improvement 
was noted. Of 18 patients with tumours of various types 
in other organs brief clinical improvement is claimed in 7, 

J. G. Scadding 


1403. Studies in Lung Abscess. VI. Lung Abscess and 
Bronchial Carcinoma 

R.C. Brock. Guy's Hospital Reports [Guy's Hosp. Rep.] 
97, 75-86, 1948. 12 figs., 1 ref. 


In a series of 405 cases which had been diagnosed as of 
lung abscess, bronchial carcinoma was found to be the 
cause in 56 (13-8%); 3 of the patients were women and 
53 men. The abscess was due to the breaking-down of 
the primary growth, usually of the squamous-cell type, 
in 35 cases; to infection in the lung distal to the growth 
in 17 cases; and to “ spill-over”’ into other parts of the 
lung in 4 cases. Abscesses due to the breaking-down of 
the growth itself are recognizable radiologically in some 
cases by the thickness, irregularity, or nodularity of their 
walls, or by the presence of several small cavities in a 
massive opacity; erosion of the ribs by direct extension 
of the. massive growth is occasionally seen. Secondary 
abscesses may form in the lung distal to a growth of any 
histological type, and empyema may form secondarily 
to the suppurating pneumonia. The “ spill-over” 
abscesses in parts of the lung other than that involved in 
the primary growth are diagnostically very confusing. 
In this series the left upper lobe was affected nearly twice 
as often as the other lobes. Most of these cases are 
inoperable, partly because of the delay in diagnosis. 
The author nevertheless considers that removal of a lung 
for malignant abscess is often justified even as a pallia- 
tive measure, on account of the distressing nature of the 
symptoms. The operative procedures carried out in 
these 56 cases were: external drainage in 13, 7 of which 
had been wrongly diagnosed as of simple abscess; pneu- 
monectomy in 5; and pneumonectomy after external 
drainage in 1. 

[No account of the results of the lung resections is 
given.] J. G. Scadding 


See also Section Industrial Medicine, Abstract 1062. 
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1404. The Relation of Staph. pyogenes to Dental Caries 
E. MAtrHews, H. F. ATKINSON, P. SAUNSBURY, and 
H. W. CiecG. British Medical Journal [Brit. med. J.] 
1, 54-56, Jan. 8, 1949. 4 refs. 


Crawford and Gottleib have suggested that the micro- 
organism causing dental caries is Staphylococcus aureus, 
and that a perfectly sound tooth in a pure culture of this 
organism will, in 2 months, show caries which cannot be 
distinguished from true caries. The present authors 
carried out a combined clinical and bacteriological 
investigation, with a highly sensitive and selective medium 
for the isolation of Staph. pyogenes, and failed to find 
an aetiological relation between this organism and 
dental caries. It is felt that if Staph. pyogenes dues not 
produce caries it is unlikely that other staphylococci will 
do so. D. Robertson-Ritchie 
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1405. Effect of Chronic Fear on the Gastric Secretion of 
HCI in Dogs 

G. F. MAHL. Psychosomatic Medicine [Psychosom. 
Med.] 11, 30-44, Jan.—Feb., 1949. 10 figs., 50 refs. 


Of the current views on the aetiology of peptic ulcer, 
that which ascribes importance to the part played by 
chronic anxiety or fear seems to have most support. 
However, from Cannon’s hypothesis of the emergency 
function of. emotion, it is to be expected that in states 
of fear (and of anxiety, which is here regarded as minor 


- fear) the acid secretion of the stomach is decreased or 


inhibited. To resolve this contradiction, a conditioning 
procedure was employed to develop a state of chronic 
fear in 7 dogs. In 6 of these, behaviour corresponding 
to a state of chronic fear made its appearance; in all 
there was an increase in gastric acidity and emptying 
rate. Removal of the animals from the experimental 
situation or omission of the reinforcing pain stimulus 
resulted in recovery of normal behaviour and gastric 
function. The results suggest that the increased acidity 
associated with fear was due to the factor of chronicity 
of the emotion. Desmond O’ Neill 


1406. Caffeine and Gastric Secretion 
D. R. Woop. British Medical Journal [Brit. med. J.} 2, 
283-285, Aug. 7, 1948. 1 fig., 10 refs. 


Caffeine, injected intravenously in a dose which does 
not usually stimulate gastric secretion in the anaesthe- 
tized cat, potentiates the action of histamine in stimu- 
lating a secretion of gastric juice. A similar, but less 
constant, effect was observed when theobromine or 
theophylline was substituted for caffeine. The dose of 
caffeine sodium benzoate was 10 to 20 mg. and that of 
histamine acid phosphate 0.18 mg. per kg. body weight 


Disorders 


given subcutaneously. Previous workers have used the 
former in large doses, which in themselves cause an 
increase in gastric secretion and border on the toxic. 
The doses of theobromine sodium salicylate and theo- 
phylline sodium acetate employed were 20 mg. per kg. 
Theophylline was a more potent vasodilator than 
caffeine, yet its action in potentiating the secretory action 
of histamine was less consistent. This latter activity is 
therefore not due merely to vasodilatation. Taking 
these results and other evidence into consideration, it is 
concluded that patients suffering from chronic peptic 
ulcer should restrict their intake of beverages containing 
caffeine. Bernard Freedman 


1407. Peptic Ulcer in Glasgow. A Hospital Survey 

R. A. JAMIESON, W. E. SmitH, and L. D. W. Scort. 
British Medical Journal (Brit. med. J.| 1, 298-300, Feb. 19, 
1949. 2 figs., 5 refs. 


This is an account of a survey made of the out-patients 
and in-patients attending the Western Infirmary, Glasgow, 
during the 2-year period from May 1, 1946, to April 30, 
1948, when 3,258 ulcer patients passed through the 
hospital, including 2,286 out-patients and 972 in- 
patients. There was a ratio of 3-5 males to 1 female and 
of 7-7 duodenal ulcers to 1 gastric ulcer. Complications 
occurred in 38% of cases, and the rarity of perforation of 
a duodenal ulcer in females is stressed. The ratio of 
duodenal to gastric ulcer is noteworthy when compared 
with that recorded in London (Jones and Pollak, Brit. 
med. J., 1945, 1, 797). Geoffrey McComas 


1408. The Use of Tetraethylammonium Chloride in the 
Treatment of Patients with Peptic Ulcer 

D. Cayer, J. M. Litte, and J. YEAGLEY. Gastro- 
enterology [Gastroenterology] 12, 219-224, Feb., 1949. 
11 refs. 


Twelve patients with duodenal ulcer were kept in 
hospital for 2 weeks, during which they were given 
phenobarbitone gr. 4 (32 mg.) and atropine gr. z$o 
(0-32 mg.) thrice daily. From the sixth day onward 


_ tetraethylammonium chloride (TEAC) was given intra- 


muscularly thrice daily between meals and at bedtime. 
The initial dose of 300 mg. was increased by 100 mg. per 
dose up to a maximum of 600 mg. Reactions were 
minimal. There was slight ptosis of the eyelids in 7 
patients, and in another it was marked and lasted for 
20 to 30 minutes. The average fall in blood pressure was 
10 to 15 mm. Hg. Moderate weakness and faintness 
soon after the injection were. usual. 

No views are expressed as to the value of TEAC in 
routine treatment, but pain was relieved in 15 to 20 
minutes, and 2 patients with persistent night pain obtained 
complete relief when TEAC was given at 10 p.m. and 
again at midnight. The mechanism of relief was not 
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determined. Test-meal findings indicated little or no 
reduction in acidity ; and motility, as judged radiologically, 
was not altered after 5 to 7 days of treatment. 

Denys Jennings 


1409. Effects of Tetraethylammonium Chloride on the 
Human Gastrointestinal Tract 

R. B. NewiGu, J. F. R. H. Lyons, S. W. Hoosier, 
and G. K. Moe. Gastroenterology (Gastroenterology) 
12, 275-289, Feb., 1949. 5 figs., 8 refs. 


In this paper detailed results are not tabulated. In 8 
“control subjects gastric secretion was inhibited for 
1 to 2 hours by intramuscular tetraethylammonium 
chloride (TEAC) in a dose of 20 mg. per kg. of body 
weight. Of 6 patients with peptic ulcer there was a 
“ definite diminution in the amount of secretion ”’ in 5, 
and complete cessation of secretion for 55 minutes in the 
sixth. The stimulating effect of insulin hypoglycaemia 
on secretion was also abolished. 

The effect of TEAC on motility was studied radio- 
logically. There was no effect on the oesophagus in 
normal subjects, or in 4 patients with cardiospasm which 
responded to amyl nitrite. Gastric tone and peristalsis 
were abolished, and the emptying time of the barium 
meal increased from an average of 30 minutes to 2 hours 
or longer. Activity in the small intestine ceased so 
completely that films taken at 30-minute intervals could 
be superposed. The normal “ feather ’’ pattern tended 
to become coarser. In the colon little change could be 
seen, but patients seemed able to retain a barium enema 
for longer without discomfort. 

TEAC was far more potent than either atropine or 
adrenaline. A synergic effect could be demonstrated. 

,,intravenous TEAC (50 mg.) together with | mg. of 
atropine or 0-3 mg. adrenaline was equivalent to 500 mg. 
of TEAC alone. Neostigmine failed to counteract 
either the combination or the pure TEAC, but acetyl- 
£-methylcholine produced its stimulating effect even after 
fulldosesof TEAC. No satisfactory theoretical explana- 
tion of these observations can be given at present. 

Denys Jennings 


1410. Achlorhydria and Peptic Ulcer: A Further Study 
of the Réle of Peptic Activity in the Pathogenesis and 
Course of Peptic Ulcer 

W. E. Ricketts, W. L. PALmer, J. B. KirSNER, and 


A. HAMANN. Annals of Internal Medicine {Ann. intern. 


Med.] 30, 24-39, Jan., 1949. 11 figs., 21 refs. 


This is a very brief summary of the effect of acid on 
the healing of peptic ulcers, and contains some excellent 
charts and reproductions of photographs. The authors 
arrive at the double conclusion, based on 8 cases and 
a survey of the literature, that chronic peptic ulcer occurs 
only in association with acid gastric secretion, and that 
achlorhydria lasting longer than 3 months produces 
complete healing of peptic ulceration irrespective of the 
age of the patient or the duration of the disease. Further- 
more, it is contended that spontaneous or induced 
achlorhydria, if permanent, produces complete healing 
of peptic ulceration. [Those who wish to make a study 
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of the healing of gastric ulcer should go right back to the 
work of Stewart (Brit. med. J., 1922, 2, 1164).] 
G. F. Walker 


1411. Further Studies on the Effect of Continuous Intra- 
gastric Infusion of Acid and Pepsin in Dogs 

M. J. FOoGELMAN, M. I. GROSSMANN, and A. C. Ivy. 
Surgery [Surgery] 25, 60-67, Jan., 1949. 4 figs., 9 refs. 


It has been shown previously by two of the authors 
that the continuous infusion of 0.10 N hydrochloric acid 
through a gastrostomy opening into a dog’s stomach 
will produce ulceration only if the pH of the blood is 
allowed to fall. Experiments are now reported in which 
a 0.10 N HCl-0.2% pepsin mixture was infused at the 
rate of 9 to 10 ml. per kg. body weight per hour into 
two series of dogs. Those in which no precautions 
against acidosis were taken developed acidosis within 
2 to 4 days and died with duodenal ulceration. In 
another series of 14 dogs, the blood pH was kept nearly 
constant by the infusion of 0.16 N sodium bicarbonate. 
In these dogs no ulcers developed after 10 days of 
infusion, but variable degrees of gastritis and duodenitis 
were present. Melaena occurred in some dogs of this 
series. A further 14 dogs were given intragastric 
infusions of 0-15 N HCI-0-2% pepsin mixture buffered 
by enough 0-30 N NaHCO, intravenously to keep the 
blood pH between 7-32 and 7:43. Of these animals 7 
survived 5 days or more and developed gastric or 
duodenal ulcers. [It is not stated whether the other 
dogs died or were killed before the fifth day of the 
experiment.] It is therefore concluded that if the pH 
of the blood is kept normal a concentration of between 
0-10 N and 0-15 N HCl must be given at a rate of 
10 ml. per kg. per hour for 6 days to produce peptic 
ulceration. The part played by pepsin in producing 
such ulceration is uncertain and is being determined by 
further experiments. John Naish 


1412. Effect of Neostigmine (‘‘ Prostigmin ’’) on the 
Blood Supply of the Stomach. (Wirkung des Prostigmins 
auf die Durchblutung des Magens) 

G. ScCHIMERT. Archiv fiir experimentelle Pathologie und 
Pharmakologie [Arch. exp. Path. Pharmak.] 205, 607-613, 
1948. 2 figs., 21 refs. 


Neostigmine (‘‘ prostigmin”) in small doses (1 to 
15 yg. per kg.) increases the blood supply of the stomach 
in dogs, as measured by Rein’s “ stromuhr”. This 
explains the therapeutic effect of this drug reported by 
Wagner in gastric ulcer. O. Neubauer 


1413. Diverticula of the Stomach. A Report of Thirty 
Cases and a Review of the Literature 

C. H. Brown, R. P. BissoNNETTE, and R. D. ALBEE. 
Gastroenterology [Gastroenterology| 12, 10-23, Jan., 
1949. 5 figs., 42 refs. 


According to the literature the incidence of gastric 
diverticulum is between 1 in 2,000 and 1 in 4,000 barium- 
meal examinations. At the Henry Ford Hospital, 
Detroit, Michigan, 30 cases have been recorded 


in an estimated 60,000 examinations carried out. 
None was found in 5,000 necropsies, but diverticula are 
easily missed unless the stomach is distended with air 
and a special search made. The incidence increased with 
age [no proof is given], and there were 16 men and 
14 women [the number of barium-meal examinations for 
each sex is also not given]. In 11 of the 30 cases there 
were associated diverticula in the small intestine or colon; 

in 7 a peptic ulcer; in 6, gall-bladder disease; and in 1 
a pancreatic cyst. In only 7 patients was it considered 
likely that the diverticulum caused symptoms, and in 6 
of the 7 the pain was ulcer-like and relieved by alkalis. 
None of the diverticula was verified by surgery, and the 
opening into the stomach was seen in only 1 of the 2 
patients examined gastroscopically. Typical skiagrams 
are reproduced. The location corresponded with that 
reported in other series. The diverticulum was in the 
region of the cardia in 27, near the pylorus in 1, and in 
the body of the stomach in 2 patients. 

[Case reports are not supplied and the reliability of 
x-ray diagnosis is not discussed. Inexperienced radio- 
logists exaggerate the incidence, and some of the larger 
published series probably include ulcers and deformities 
analogous to the cascade stomach. ] Denys Jennings 


1414. The Topography of Chronic Gastritis in Other- 
wise Normal Stomachs 

R. HesBeL. American Journal of Pathology [Amer. J. 
Path.) 25, 125-141, Jan., 1949. 8 figs., 7 refs. 


A study was made of the gastric mucosa removed at 
necropsy from a series of patients who died from a 
variety of causes. Cases of pernicious anaemia, 
ulceration, scars, tumour, or excessive post-mortem 
changes were excluded. Strips of mucosa were examined 
by the * Swiss roll’’ technique. Criteria for assessing 
gastritis were: cellular infiltration, lymphoid follicles, 
atrophy, intestinal metaplasia, erosions, pseudo-pyloric 
lymph nodes, and cystic lymph nodes. A wide variation 
was noted in the distribution of gastric changes, ranging 
from focal to diffuse processes and there was no uni- 
formity of pattern of involvement of antrum and body 
in the same stomach. Lesions were found in 70 cases; 
of the 27 patients without involvement, 20 were in the 
lower age groups. The antrum was abnormal in 64 
patients, which included 8 showing diffuse parenchymal 
changes. The body was abnormal in 48, in 14 of whom 
diffuse changes were seen. Both antrum and body 
were affected in 42. R. H. Heptinstall 


1415. The Effect of Drugs on the Motility of Isolated 
Strips of Human Stomach Muscle 

J.D. P. GRAHAM. Journal of Pharmacy and Pharmaco- 
logy [J. Pharm. Pharmacol. 1, 95-102, Feb., 1949. 
4 figs., 16 refs. 


Isolated strips of human gastric muscle, removed 
during partial gastrectomy, were suspended in Tyrode 
solution. The muscle, which was free from disease, 
underwent spontaneous movement, including periods of 
relative quiescence, periods of slow wave changes in 
tonus, and. periods of contraction. Parasympathomi- 
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metic drugs (acetylcholine, carbaminoylcholine, and 
eserine) and spasmodic drugs (histamine and barium) 


‘stimulated the muscle; sympathomimetics (adrenaline, 


ephedrine, and amphetamine) inhibited it. Spasmolytic 
compounds (atropine, pavatrine’’, benadryl’’, and 
** neoantergan ”’) inhibited spontaneous and drug-induced 
contractions. Atropine had occasionally a motor effect 
on the muscle strip in small doses in a concentration of 
10-’. The quiescent or actively contracted muscle was 
not affected by morphine, but the tone of muscle in tonus 
waves was increased. 

It was goncluded that the actions of the drugs on the 
isolated stomach muscle were essentially the same as in 
intact patients. The beneficial effect of belladonna in 
peptic ulceration may be explained by the depression of 
gastric motility as well as the blocking of vagal activity. 

G. F. Somers 


1416. Results in Treatment of 374 Mann-Williamson 


H. C. SaLtzstein, D. J. SaNpweiss, E. J. HILL, and J. 
HAMMER. Gastroenterology [Gastroenterology] 12, 122- 
132, Jan., 1949. 1 fig., 10 refs. 


The effects of various substances on 374 Mann- 
Williamson dogs were examined in relation to average 
survival time, the percentage of animals that lived longer 
than any control animal, the percentage of animals that 
died without ulcers, and the percentage of ulcers that 
showed epithelization. The results for the control group 
(25 animals) were: average survival time, 63 days; 
longest post-operative survival, 135 days; animals that 
died without ulcers, 0; and ulcers that showed epitheliza- 
tion, 2. The best results were obtained with an extract 
of pregnancy urine which contained the anterior- 
pituitary-like substance (42 dogs). The average survival 
time was increased to 34 times the control value, 29% of 
the animals lived longer than 135 days, 45% died without 
ulceration, and 38% of the ulcers showed epithelization. 
Decided benefit was also derived from the urine of normal 
males and normal non-pregnant females, but the results 
with urine from ulcer patients were poor. This leads the 
authors to believe that normal urine contains a special 
anti-ulcer factor which is reduced in the urine of patients 
suffering from peptic ulceration. The anterior-pituitary- 
like follicle-stimulating substance from pregnant mares’ 
serum also produced good results, and slight benefit was 
derived from oral enterogastrone. With progesterone, 
parenteral enterogastrone, heart-muscle extract, and other 
substances, and also such surgical measures-as vagotomy 
and total gastric resection, either no benefit accrued, or 
the series were too small to allow any definite conclusions 
to be drawn. R. Schneider 


1417. Production of Irritative and Destructive Changes 
in the Gastric Mucosa Followed by Regeneration 

E. SANCHEZ-PALOMERA and O. H. WANGENSTEEN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 427-430, 
March, 1949. 4 figs., 7 refs. 


See also Section Disorders of the Blood, Abstract 1366. 
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1418. The Effect of Vomiting due to Intestinal Obstruc- 
tion on the Serum Potassium 

S. BeLtet, C. S. NADLER, P. C. GaAzes, and M. LANNING. 
Gastroenterology [Gastroenterology] 12, 49-56, Jan., 
1949. 2 figs., 17 refs. 


The serum potassium concentration was estimated by 
the flame photometer method in 15 patients with intestinal 
obstruction who were severely ill or in shock. The 
obstruction was caused by a duodenal ulcer in 4, perito- 
nitis from various causes in 5, strangulated hernia in 1, 
carcinoma of the stomach in 2, and carcinoma of the 
colon in 3. The findings are not presented in detail, 
but only as broad generalizations. The serum potassium 
level was low, and tended to fall still lower when parenteral 
saline or glucose was given. With very low serum potas- 
sium levels (8 to 12 mg. per 100 ml.) the’ serum calcium 
level ranged from 7 to 9 mg. per 100 ml. The hypo- 
potassaemia led to electrocardiographic changes con- 
sisting of lengthening of the Q-T interval, depression of 
the ST segment, lowering in amplitude of the T waves, 
inverted T waves, and the frequent presence of U waves. 
These changes were not corrected by 10 ml. of 10% 
calcium gluconate, but were corrected by 100 to 700 ml. 
of isotonic potassium chloride injected intravenously or 
by hypodermoclysis over a period of 30 minutes to 
24 hours. After the injection the blood pressure often 
rose 30 to 40 mm. Hg, the diastolic pressure rising more 
than the systolic. There was also clinical improvement 
as manifested by diminished weakness and a sense of 
well-being. The improvement was temporary unless the 
cause of the potassium deficit was removed, or unless the 
patient began to take food by mouth. Evidence is 
quoted that the concentration of potassium in vomitus 
may range from 24 to 5 times that in the serum, and 
other theoretical causes of a fall in serum potassium 
are listed. It is concluded that potassium chloride 
should be added to fluid used to replace electrolyte 
deficits. Denys Jennings 


1419. Intestinal Lipodystrophy (Whipple’s Disease) 
F. A. Jones and J. W. PAuLLEY. Lancet [Lancet] 1, 214- 
217, Feb. 5, 1949. 2 figs., 45 refs. 


The case is described of a man of 44 years of age who, 
while serving in the Army, suffered from retrobulbar 
neuritis culminating in blindness of the right eye. Later 
he had recurrent pains in the calves and painless pitting 
oedema in this region. These events were not immediately 
connected with his last illness, which began, a year before 
he died, with colicky abdominal pain and the passage of 
small quantities of blood per rectum. The onset of this 
illness was associated with a change in mentality, and 
impotence. Diarrhoea, asthenia, emaciation, pigmenta- 
tion, and hypotension followed. Investigations showed 
low values for sodium and high values for potassium 
concentration in the-serum, with slightly impaired fat 
absorption. The Kepler reaction was normal. At 
necropsy the findings were typical of intestinal lipo- 
dystrophy. The small intestine was atrophic, pigmented, 
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and studded with yellow deposits. Microscopically the 
villi were filled with fat, and there was evidence of a low- 
grade inflammatory reaction. 

In an interesting discussion the authors marshal 
evidence that the pigmentation in this disease and in 
cases of steatorrhoea is due to prolonged salt deficiency 
caused by diarrhoea. It is considered possible that 
Whipple’s disease may be the result of regional 
jejunitis, which hinders the transport of fat from the 
jejunum and so causes a lipophagic granulomatous 
response in that region. The similarities between the 
findings in Whipple’s disease and in regional ileitis are 
commented upon. John Naish 


See also Section Radiology, Abstract 1166. 
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1420. Diet and Cirrhosis of the Liver 
P. N. Want. Archives of Pathology [Arch. Path.) 417, 
119-152, Feb., 1949. 4 figs., bibliography. 


This long and rather discursive paper gives a useful 
review of the position of diet in cirrhosis of the liver at 
the time the author wrote it [the position seems to change 
nearly every month], together with an account of some 
experiments in repetition of the well-known work of 
Glynn and Himsworth. The author concludes that 
young rats approximately 50 g. in weight develop hepatic 
necrosis on a_high-carbohydrate low-protein diet, 
whereas 100-g. rats are more resistant to this diet and 
live longer. 

[Unfortunately the author gives few details about 
numbers of animals and controls, so that it is hard to 
assess the value of his investigation. The report is said 
to be preliminary.] G. R. Cameron 


1421. Variations in Hepatic Blood Flow in Man During 
Health and Disease 

S. E. BRADLEY. New England Journal of Medicine [New 
Engl. J. Med. 240, 456-461, March 24, 1949. 6 figs., 
23 refs. 


Samples of hepatic venous blood were obtained by 
catheterization of one of the right hepatic veins, and 
hepatic blood flow was estimated by dividing the calcu- 
lated rate of removal of bromsulphalein (BSP), equal to 
the amount of intravenous BSP infusion needed to keep 
the blood concentration constant, by the difference 
between the BSP concentration of hepatic venous and 

_ peripheral arterial or venous blood. In 50 resting human 
subjects the estimated hepatic blood flow was 950 to 
1,840 ml. per minute per 1-73 sq. metres of body surface. 
Simultaneous measurements have been made of cardiac 
output (direct Fick method), renal blood flow (sodium 
p-aminohippurate clearance), and hepatic blood flow 
(BSP clearance) before and during exercise. Although 
cardiac output nearly doubled during the exercise, 
estimated blood flow through the liver and, to a lesser 
extent, through the kidneys fell sharply, the bulk of the 
circulation mass being presumably diverted to the muscles. 
Similar studies during artificial pyrexia indicated that 


under these conditions the hepatic and renal blood flow 
increased pari passu with the cardiac output. 

In 9 of 14 patients with cirrhosis of the liver the 
estimated hepatic blood flow fell below the lower limit 
of normal. In these patients comparison of hepatic 
venous blood with peripheral blood also revealed a 
reduced BSP excretion, a low hepatic venous oxygen 
saturation, and an increase in hepatic arteriovenous 
oxygen concentration differences. The interpretation of 
these findings is discussed. 

[The author is well aware that this indirect method of 
calculating hepatic blood flow involves a number of 
theoretical assumptions, and he is careful to refer through- 
out to the “‘ estimated ” hepatic blood flow.] 

P. C. Reynell 


1422. Endocrine Changes Associated with Laénnec’s 
Cirrhosis of the Liver 
C. W. Lioyp and R. H. WiLiiams. American Journal 
of Medicine [Amer. J. Med.} 4, 315-330, March, 1948. 
2 figs., bibliography. 


Fifty-five men and 16 women suffering from cirrhosis 
of the liver were examined clinically for evidence of 
endocrine dysfunction. In approximately 70% of the 
men there was a diminution in the size of the testicles 
(“ atrophy ’’) and loss of libido and potency; in 85% 
axillary hair growth was diminished, and in 40% gynae- 
comastia (“a firm disc of tissue with well-demarcated 
borders ’’) was present. Seven of these men were 60 
years old or more; in many of them libido had been 
diminished before the onset of the cirrhosis. The 
excretion of 17-ketosteroids and androgens was deter- 
mined in 4 cases and found to be greatly diminished; 
excretion of the former did not increase after injection 
of testosterone. The urine of 3 men with gynaecomastia 
was assayed for follicle-stimulating hormone; all 
excreted less than 5 rat units per day. Of the women, 
only 8 were of reproductive age; of these, 7 had men- 
strual irregularities and one had hirsutism. At most of 
87 necropsies on cases of hepatic cirrhosis a decrease in 
amount of adrenocortical lipid was found; the germinal 
epithelium of the testis was atrophied in 33%. It is 
suggested that in cirrhosis the liver fails to inactivate or 
excrete oestrogens, and that the changes reported, as 
well as spider telangiectases, may be due to this. 

Bernard Freedman 


1423. Viral versus Toxic Hepatic Necrosis 

H. Popper and M. FRANKLIN. Archives of Pathology 
[Arch. Path.] 46, 338-376, Oct., 1948. 10 figs., biblio- 
graphy. 


A large series of cases admitted to a city general 
hospital is reviewed. Of 136 patients dying from jaun- 
dice of either toxic or infective origin, histological 
material was available from 95. This series is compared 
with a further 18 cases occurring in Army personnel. 
Of the 95 cases in civilians 26 were considered to be 
instances of infective hepatitis of ‘‘ viral’ form, as were 
also 15 of the military cases. In one-fifth of the civilian 
toxic cases and in one of the 3 non-infective Army cases 
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there was a clear history of a known hepatotoxic factor. 
In the infective cases three degrees of massive necrosis 
are accepted: acute or fulminant, subacute, and chronic 
or delayed. Livers were allocated to the toxic group 
according to the following histological criteria: zonal 
(frequently centrilobular) distribution of the necrosis; 
subdued mesenchymal reaction, evidence of gradual 
death of parenchymal cells, and frequent fatty change. 
An additional important feature in the differentiation is 
that the liver is usually larger in the toxic than in the 
viral form. 

A number of detailed combined .case histories and 
pathological studies are included in the paper. 

W. S. Killpack 


1424. Xanthomatous Biliary Cirrhosis (A _ Clinical 
Syndrome) 

H. E. MACMAHON and S. J. THANNHAUSER, Annals of 
Internal Medicine [Ann. intern. Med.} 30, 121-179, Jan., 
1949. 22 figs., 51 refs. 


Xanthomatous biliary cirrhosis is a distinct clinical 
entity consisting of skin xanthoma of the “ plain and 
tuberous’ variety, enlarged liver and spleen, and an 
obstructive type of jaundice which lasts for years. There 
is also an extremely high level of total cholesterol (four 
to eight times the normal value) as well as of lecithin 
(four to eight times the normal level) in the serum, 
which is transparent and not creamy, despite the out- 
standing increase in cholesterol and lecithin levels. 
Low values for neutral fat in the serum are found. The 
syndrome must be distinguished clearly from Schiiller— 
Christian disease and from hypercholesterolaemic 
familial xanthomatosis. It is primarily a disease of the 
liver and has no known genetic background. The few 
cases hitherto recorded have been in women. A more 
accurate description would be “ pericholangiolitic 
biliary cirrhosis with plain and tuberous skin xantho- 
mata.” 

The present paper reports 6 cases with very full reviews 
of the literature, and discusses in detail the pathology 
and post-mortem findings. [It contains nothing very 
useful as regards prevention or cure.}] G. F. Walker 


1425. Studies on the Serum Proteins in Hepatitis. III. 
Serum Protein Variations in Chronic Hepatitis and the 
Clinical Course of the Disease. [In English] 

M. BsorRNEBOE. Acta Medica Scandinavica [Acta med. 
scand.| 132, 170-180, Dec. 8, 1948. 6 figs., 25 refs. - 


This is a report on the changes in the blood chemistry 
of 21 patients with chronic hepatitis, illustrated with 
diagrams depicting the progress of 6 typical cases and 
showing the fluctuations in albumin and globulin con- 
centration.. Of the total, 9 patients recovered (6 had 
ascites) and 12 died. The albumin level falls during 
ascites and oedema, and rises again when they disappear. 
When the albumin-globulin ratio falls the Takata 
reaction becomes positive. All those patients died in 
whom the albumin concentration fell below 2-45%. 

E. T. Ruston 
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Endocrine Disorders 


1426. Steroid Metabolism and Frontal Lobes 
F. RerrMan. British Medical Journal [Brit. med. J.) 2, 
1064, Dec. 18, 1948. 3 refs. 


The author, from the Netherne Hospital, Coulsdon, 
Surrey, describes the estimation of 24-hourly urinary 
17-ketosteroids in 12 patients before, and 3 to 4 months 
after, prefrontal leucotomy. The patients were all 
sexually mature females and underwent bilateral pre- 
frontal leucotomy with a rotating-blade leucotome. 
The output was lower in each of the 11 post-operative 
estimations as compared with the figures before opera- 
tion. This is in direct contrast to the finding of Hemp- 
hill and Macleod in males (J. ment. Sci., 1942, 88, 554) 
that the 17-ketosteroid output was increased 3 months 
after leucotomy. The author points out the statistical 
significance of his figures, and draws attention to the 
fact that the technique of leucotomy (lobotomy) varies 
from hospital to hospital, so that different effects on the 
possible cortical control of steroid metabolism mediated 
through the pituitary may be expected. 

G. S. Crockett 


1427. Hyperfunction of the Parathyroids. (K sonpocy 

A. V. Rusakov. Apxus [latonoruu [Arkh. Patol.] 
10, No. 6, 68-76, Nov.—Dec., 1948. 4 figs., 13 refs. 


A full account is given of the case of a woman aged 54 
who had generalized osteitis fibrosa, hypertension, and 
nephrosclerosis, and who subsequently died in uraemia. 
All 4 parathyroids were enlarged and in addition one of 
them contained a small adenoma. The pituitary showed 
basophil hyperplasia possibly amounting to adenoma 
formation. Clinical, biochemical, and post-mortem 
findings are analysed and correlated. L. Crome 


1428. The Use of Stilbestrol Inhibited Males as Test 
Animals for Gonadotrophic Hormones 

A. V. NALBANDov and G. J. Baum. Endocrinology 
[Endocrinology] 43, 371-379, Dec., 1948. 1 fig., 2 refs. 


The subcutaneous implantations of one or two 15-mg. 
pellets of stilboestrol in white male rats (average weight 
40 g.) and in White Leghorn cocks (average weight 
750 g., age 70 days) was found to reproduce on the testes 
and accessory sex organs all the effects of surgical hypo- 
physectomy, although 4 to 5 weeks may be required 
before the results of stilboestrol inhibition are as complete 
as those of hypophysectomy. Both rats and cocks pre- 
pared as above were found to be sensitive indicators of 
gonadotrophin activity, but cocks were shown to be 
preferable because, by observing reddening of the head 
region, comb growth, and testicular size and histology, 
it was possible to distinguish between pure female sex 
hormones and preparations contaminated with even small 


amounts of luteinizing hormone. This is because pure 
female sex hormone resulted only in increase of testicular 
weight with growth of the seminiferous tubules, while 
even a trace of luteinizing hormone was sufficient to 
cause reddening of the head region, and larger amounts 
resulted in growth of the comb accompanied by develop- 
ment of the interstitial tissue of the testis. 
G. I. M. Swyer 


See also Section Medicine: General, Abstract 1290. 


1429. Cushing’s Syndrome in Children 

A. L. Cuute, G. C. RosBinson, and W. L. Donounue, 
Journal of Pediatrics {J. Pediat.| 34, 20-39, Jan., 1949, 
11 figs., 30 refs. 


In this communication the authors refer to the changing 
views on the pathology of Cushing’s syndrome, give 
the total of cases reported in children and tabulate 18 
necropsy records, detail the clinical and pathological 
findings in a case under their observation, and summarize 
the present position. 

The important clinical features of Cushing’s syndrome 
in adults include mild diabetes, mild to moderate obesity, 
mild hirsutism without virilism, impotence and amenor- 
rhoea, osteoporosis, muscular weakness and loss of 
muscle tissue, and a thin vulnerable skin readily showing 
striae, bruising, and infection. Cushing’s original 
description of a basophil adenoma of the pituitary as 
the primary and essential lesion has been displaced by 
that of hyaline (degenerative) changes in the basophil 
cells of the gland, these cellular changes being some- 
times unaccompanied by adenoma. At present most 
pathologists, while agreeing that the above changes 
in the pituitary are nearly always present, consider 
that the essential seat of the disease is in the adrenal 
cortex in which neoplasia or general hyperplasia is 
found. 

The syndrome, uncommon in adults, is still more un- 
common in children. The authors have collected from 
the literature reports of 33 cases in children including 
one under their own observation. In their patient, a 
girl 8 years old, the syndrome had developed for 34 years. 
The left adrenal gland was removed at operation and its 
cortex showed numerous smail adenomata of cortical 
cells. Death occurred within 2 days of operation, and 
at necropsy the right adrenal cortex was found to be in 
the same condition as the left. There were charac- 
teristic degenerative changes in the basophil cells of the 
anterior pituitary without adenoma formation, areas of 
fat necrosis in the pancreas, and no significant changes 
in the hypothalamus. 

Records of cases in children revealed ‘“‘ the same 
fundamental trends and variations both in the clinical 
and pathologic findings ’’ as in adult cases. The hyaline 
degenerative changes in the pituitary were found in all 
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cases where they were sought for. Evidence of adrenal 
overactivity was found in 13 out of 18 cases. 

The authors share the prevailing view that “the 
physiologic and pathologic changes in the syndrome are 
due to an imbalance of the hormones of the adrenal 
cortex ’’, but reserve judgment on the role of the pituitary 
“in view of the fact that the hyaline change in the baso- 
phils of this gland is the most constant pathologic change 
in this disease ”’. C. McNeil 


ADRENALS 


1430. Further Studies on the Protective Power of Adrenal 
Extract and Steroids Against Toxic Agents 

L. A. Lewis and I. H. Pace. Endocrinology [Endo- 
crinology] 43, 415-421, Dec., 1948. 3 figs., 6 refs. 


The protective power of adrenal hormones against the 
action of various bacterial toxins has been investigated 
by comparing the effects of botulinus, diphtheria, tetanus, 
and typhoid toxins on normal rats and rats after adrenal- 
ectomy, with and without injected adrenal hormones. 
With botulinus toxin, the minimum lethal dose (MLD) 
was approximately 4-5 times greater for normal rats than 
for rats after adrenalectomy, but treatment of the latter 
with an alcoholic-aqueous adrenal extract or with 11- 
dehydrocorticosterone acetate (compound A acetate) 
afforded very considerable protection; desoxycortico- 
sterone acetate (DOCA), on the other hand, had little 
protective action. In the case of diphtheria toxin, the 
MLD was approximately 5 times greater in normal rats 
than in rats after adrenalectomy; adrenal extract gave 
marked protection, compound A acetate partial pro- 
tection, and DOCA none at all. In contrast with the 
above, crystalline tetanus toxin was equally lethal to 
normal rats and those subjected to adrenalectomy. In 
this case none of the adrenal hormones had any protective 
action. 

The effects of adrenal extract on normal mice given 


~ lethal doses of typhoid toxin or infected with pneumococci 


of types I and III were also investigated. No protective 
action was detected except in the case of type III pneu- 
mococcus infection, and even then the protection was 
minimal. G. I. M. Swyer 


1431. Effect of Adrenalectomy and Adrenal Cortical 
Hormone upon the Formation of Antibodies 

J. S. THATCHER, B. C. HouGHTON, and C. H. ZIEGLER. 
Endocrinology [Endocrinology] 43, 440-447, Dec., 1948. 
2 figs., 11 refs. 


The reports of previous authors that the immune titres 
of experimentally immunized animals can be enhanced 
by treatment with adrenal cortical hormones (though not 
with desoxycorticosterone acetate) or hypophyseal 
adrenocorticotrophic hormone have led the authors to 
investigate: (1) the capacity of cats and rabbits after 
adrenalectomy to develop and maintain antibodies; 
(2) the effect of adrenal hormones on the release of 
immune globulin; and (3) the relationship of the peri- 
pheral circulating lymphocyte count to the degree of 
attained immunity. 
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Adrenalectomy was carried out by a two-stage pro- 
cedure and, after a 10-day recovery period during which 
treatment with whole adrenal cortical extract was given, 
the animals were maintained on 1 mg. daily of desoxy- 
corticosterone acetate, which was sufficient to ensure 
normal serum sodium values. Immunization was carried 
out by repeated injections of washed sheep erythrocytes. 

The degree of immunity attained after adrenalectomy 
was the same as that in control animals. Although large 
fluctuations in lymphocyte counts were observed, it was 
not possible to distinguish between the general levels 
of the two groups, nor was any correlation with antibody 
titres evident. When the antibody titres had been estab- 
lished, the administration of single large doses of adrenal 
cortical extract had no effect on them either in the con- 
trol animals or in the animals which had undergone 
adrenalectomy. G. I. M. Swyer 


1432. Effects of Electrolyte Imbalance on the Adrenal 
Gland 

J. NicHots. Archives of Pathology [Arch. Path.) 45, 
717-721, June, 1948. 6 figs., 14 refs. 


It was found that in the adrenal glands of male albino 
rats placed on a sodium-free diet there was a marked 
reduction both of total lipid and of cholesterol in the 
zona glomerulosa and outer part of the zona fasciculata. 
When the rats were on a potassium-free diet the depletion 
of these compounds was found to be restricted to the 
zona glomerulosa. K. R. Hill 


1433. Adrenals and the Male Genital Organs. Neben- 
nierenrinde und mannliche Genitalorgane) 

M. STAEMMLER. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 316, 476-475, 1949. 5 figs., 
35 refs. 
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1434. Emotional Factors in the Etiology of Hyper- 
thyroidism. The Report of a Preliminary Survey 

T. Lipz. Psychosomatic Medicine [Psychosom. Med.] 
11, 2-8, Jan.—Feb., 1949. 22 refs. 


This is a report of an investigation of 15 patients with 
hyperthyroidism. Certain common features of per- 
sonality were found. In every patient an intense 
dependence on the affection and complete devotion of 
another person was found to be essential to emotional 
equilibrium. Events that ended or threatened to end 
one of these relationships had occurred immediately 
before the onset of the condition in 14 cases. Unusual 
attachment to a parent was found in 12. Marked 
sibling rivalry was openly expressed in 9 of 11 patients 
for whom adequate information was available. In 9 
cases a history of clear-cut depressive episodes before 
the advent of hyperthyroidism was obtained. In all 6 
patients over 45 years a pattern of domination of other 
people by the use of smothering affection and attention 
was found. An outstanding personality feature was a 
marked fear of rejection. 


[No family histories are given.] | Desmond O’ Neill 
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1435. Physiological Reactions of the Thyroid-Stimulating 


Hormone 

R. W. Rawson. Annals of the New York Academy of 
Sciences [Ann. N.Y. Acad. Sci.) 50, 491-507, 1949. 13 
figs., 23 refs. 


A brief review is given of some earlier experiments by 
the author and his co-workers at the Massachusetts 
General Hospital in which it was shown that the effects 
of thyrotrophic hormone (T.S.H.) on chick thyroid occur 
in the following sequence—loss of thyroid iodine, in- 
crease in cell height, increase in weight, and lastly 
increase in collection of radioactive iodine. 

By a tissue-slice technique it was shown that T.S.H. 
could be inactivated by incubation for 3 days with thyroid 
tissue (rabbit) in Tyrode’s solution. Except for rabbit 
thymus and lymph tissue, which produced a lesser 
degree of inactivation, other tissues incubated as con- 
trols caused no appreciable inactivation. Inactivation 
was also produced by human thyroid tissue removed at 
operation; this was maximal in the case of patients 
with. Graves’s disease (treated with iodine pre-opera- 
tively) and less in cases of euthyroidism; non-toxic 
nodular goitrous tissue had no effect. Thiouracil and 
other reducing reagents will reactivate the inactivated 
T.S.H. Incubation of pituitary extracts (“‘ antuitrin 
T’”’) with thyroid tissue also results in loss of the ex- 
ophthalmos-producing factor, but there is no loss of 
gonadotrophic activity. 

Addition of iodide to the Tyrode’s solution prevents 
the inactivation of T.S.H. by thyroid tissue. The 
administration of iodide or thyroxine to hypophy- 
sectomized rats prevents the thyroid changes normally 
produced by T.S.H. It is suggested that iodide may 
have a blocking effect in the reaction between thyro- 
trophic hormone and the thyroid cells. G. Ansell 


1436. Thyroglobulin Formation in the Thyroid Follicle 
Visualized by the ‘“‘ Coated Autograph ” Technique 

C. P. Leponp and J. Gross. Endocrinology [Endo- 
crinology] 43, 306-324, Nov., 1948. 14 figs., 49 refs. 


The authors, working at McGill University, have used 
the coated radio-autograph technique to study the entry 
of radioactive iodine into the thyroid under controlled 
conditions. In this technique the section is stained on a 
slide and then coated with celloidin and photographic 
emulsion. 

Three-month-old male albino rats were divided into 
three groups: (A) those with an adequate iodine intake 
(22 pg. daily); (B) those receiving a low-iodine diet 
(2 pg. daily); and (C) those given a low-iodine diet and 
subjected to hypophysectomy. Carrier-free I'*! was 
injected after 6 weeks, and the animals were then killed 
at intervals. After one hour the thyroid radio-auto- 
graphs of group A rats were predominantly in the form 
of “ rings ’’, showing the radioactive iodine to be in the 
alveolar epithelium (especially in the apical region of the 

: cells). After 24 hours most of the iodine had passed 
into the colloid and produced blobs or “ dots” on the 
radio-autographs. In group B rats there was histo- 
logical evidence of stimulation with increased cell height. 


DISORDERS 


Here the iodine did not remain in the cells but passed 
into the colloid much more rapidly and could be detected 
there as carly as 2 minutes after injection. Similar 
results were obtained in guinea-pig thyroids after in- 
jection of thyrotrophic hormone. The thyroids of the 
animals subjected to hypophysectomy (group C) showed 
a much slower uptake, the iodine being still present in 
the epithelium after 24 hours. 

By comparison with half-saturated ammonium sul- 
phate, it was shown that the fluid used for fixing the 
thyroid (Bouin’s fluid) precipitated thyroglobulin. It 
was therefore assumed that the radioactivity in the 
sections was due to thyroglobulin. The authors believe 
that all the cells of all the follicles are continuously active 
in secreting thyroglobulin into the colloid, and that this 
eliminates the “‘ reversal theories’ which imply that the 
cells can secrete at one time towards the lumen and at 
other times away from the lumen. F 

{It is doubtful whether the radio-autographic and 
other data presented in the paper support these con- 
clusions fully.] G. Ansell 


1437. Clinical and Experimental Studies of Antithyroid 
Substances. I. Comparative Experimental Studies of the 
Principal Thiourea Derivatives. (Ricerche cliniche e 
sperimentali sulle sostanze tireoinibitrici) 

L. Paropi and M. pe Grecori. Archivio Italiano di 
Chirurgia [Arch. ital. Chir.] 70, 199-215, 1948. 13 figs. 


A useful preliminary review is given of the pharma- 
cology of the thyroid-inhibitory substances and of their 
known action on various tissues of the experimental 
animal. The authors then give details of a comparative 
study of the effects of 3 of these drugs—aminothiazol, 
thiouracil, and methylthiouracil—in the dog, rat, and 
guinea-pig. The phases of intoxication, of repair, and 
of pituitary response in the thyroid are described. 
“ Thyroidectomy ” cell changes in the pituitary were not 
seen. The liver glycogen and blood cholesterol levels 
rose significantly and the blood glycogen and nitrogen 
levels fell pari passu with the metabolic rate. Changes 
in the bone marrow and peripheral blood picture were 
not marked. [Those interested should consult the . 
original paper.] John Hambling - 


1438. Studies on the Formation of Organically-bound 
Iodine Compounds in the Thyroid Gland and their Appear- 
ance in Plasma as Shown by the Use of Radio-active 
Iodine 

I. L. CuHarkorF and A. TAuroG. Annals of the New 
York Academy of Sciences [Ann. N.Y. Acad. Sci.] 50, 
377-402, 1949. 9 figs., 53 refs. 


Fifteen minutes after the intravenous administration 
of a tracer dose of radioactive iodide to rats, 80% of the 
radio-iodine present in the thyroid was in the form of 
diiodotyrosine and 15% as thyroxine. By plotting the 
concentrations of radioactive diiodotyrosine and radio- 
thyroxine against time, it can be shown that diiodo- 
tyrosine is the precursor of thyroxine. It can also be 


calculated that there is a complete turnover of thyroxine 
every 24 hours. With the in-vitro tissue-slice technique 
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300 mg. of thyroid removed 90% of the radio-iodine 
from the medium after 2 hours’ incubation (synthesizing 
diiodotyrosine 75% and thyroxine 10%). If the tissue 
structure was destroyed by homogenization there was 
very little formation of diiodotyrosine or thyroxine; this 
suggests the need for an intracellular enzyme. As 
sulphide, azide, and cyanide in low concentrations and 
carbon monoxide (in the dark) produce similar inhibi- 
tion, it is suggested that the enzyme affected. is a cyto- 
chrome-cytochrome-oxidase system. When 0-001 M 
thouracil was added to the medium the thyroid slices 
still took up radio-iodine but were unable to convert it 
into the organic form. Similarly, in rats treated with 
propylthiouracil, radio-iodine is collected at first more 


rapidly but remains in the inorganic state and is rapidly 


eliminated from the thyroid. 

In normal rats, 25 hours after injection, 90% of the 
radio-iodine present in the plasma is protein-bound 
(mainly thyroxine). After total thyroidectomy, very 
little radio-iodine appears in the protein-bound fraction 
of the plasma. In hyperthyroid animals on the other 
hand there is an increased collection of radio-iodine by 
the thyroid and a more rapid increase in protein-bound 
radio-iodine. The rate of appearance of radio-iodine in 
the protein-bound fraction of the plasma may prove 
useful for determining thyroid activity. 

In hypophysectomized rats there is a much slower, 
more prolonged uptake of radio-iodine by the thyroid, 
80% of the iodine being present as diiodotyrosine. 
There is, however, no conversion to thyroxine. The 
plasma radioactivity shows a slower and more prolonged 
decrease than normal, and does not show the secondary 
rise normally present after 12 hours and due to output 
of radio-thyroxine from the thyroid. G. Ansell 


1439. Graves’ Disease: Treatment with Radioiodine 
(1331) 

M. H. Sotey, E. R. MiLter, and N. ForeMAN. Journal 
of Clinical Endocrinology [J. clin. Endocrinol.] 9, 29-35, 
Jan., 1949. 5 refs. 


Sixty-eight patients with Graves’s disease have been 
treated with carrier-free I’*! at the University of Cali- 
fornia Thyroid Clinic. All except one had no nodules 
in the thyroid. 1I?*! was administered orally in doses 
of 1,000 to 4,000 microcuries (juc.) and the dose repeated 
as necessary up to a total of 10,411 yc. The average 
uptake was 61% (range 12-5 to 92%) of the dose. In 
42 patients evidence of thyrotoxicosis disappeared 
within 4 months (2 patients developing myxoedema) and 
in 4 patients response was slower; 2 patients were sub- 
jected to thyroidectomy. Insufficient time has elapsed 
to assess the results in remaining cases. 

Doses of 2 millicuries of I’*! produced evidence of 
radiation effects in the thyroid, which swelled and 
became tender within 24 to 72 hours, during which time 
the erythrocyte sedimentation rate rose. The protein- 
bound iodine level in serum rose temporarily, and this 
tise was occasionally associated with an increase in 
hyperthyroidism between the fourth and tenth days. 
There was no definite correlation between the number 
of microcuries given per gramme of thyroid tissue and 
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the clinical response, but it is pointed out that it is very 
difficult to assess thyroid weight clinically. After 
therapy, uptake of I'*! was normal in 11 patients; in 4 
patients with mild hypothyroidism the uptake was 3, 
46, 47, and 75% respectively. It is suggested that this 
high uptake may have been due to a compensatory over- 
activity of the remaining small amount of thyroid tissue. 
After I'*! therapy, exophthalmos increase was less 
marked than in a similar group subjected to thyroid- 
ectomy, but more than after x-ray therapy. 

Preliminary experiments - performed on animals to 
determine the effects of large doses of I'*4 are also 
summarized. G. Ansell 


1440. The Distribution in Rabbit Tissues of Intra- 
venously Injected Iodine as Shown by the Radioisotope, 
[230 

W. MANN, W. F. BALE, H. C. HopGe, and S. L. WARREN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 95, 12—17, Jan., 1949. 3 figs., 9 refs. 


This study of the distribution of tracer doses of radio- 
active iodine in the 12-hour period after their intravenous 
injection into rabbits was carried out at the School of 
Medicine and Dentistry, University of Rochester, 
Rochester, N.Y. The isotope I*° (half-life 12-6 hours) 
was prepared in the cyclotron of the University of 
Rochester and given in the form of iodide, each animal 
receiving 4 to 9 microcuries per kg. body weight of radio- 
active iodine in a carrier dose, making a total of 15 yg. 
of iodine per kg. body weight. Young adult white 
rabbits were used which had been given a diet of oats 
and dry alfalfa with tap-water, so that their previous 
iodine ingestion was within normal limits, and the 
distribution of the radioactive iodine in the tissues of 
27 animals killed at various intervals, ranging from 4 
to 12 hours, after injection was estimated. 

In general, the results obtained confirm the previous 
work of Perlmann, Chaikoff, and Morton (J. biol. 
Chem., 1941, 139, 433), and of Hertz, Roberts, and 
Evans (Proc. Soc. exp. Biol., N.Y., 1938, 38, 510), the 
concentration of iodine in the thyroid gland increasing 
during the 12-hour period, at the end of which an 
average of 26-8% of the injected dose had been taken 
up by the gland—a concentration approximately 1,000 
times greater than that found in other tissues. The 
concentration of radioactive iodine in blood, muscle, 
lung, kidney, liver, spleen, and heart reached a peak 
value 1 hour after injection and then gradually declined, 
the highest concentration being attained in blood, 
kidney, and lung, that in liver, spleen and heart being 
intermediate in value, and that in muscle the lowest. 
Other tissues were not examined. 

It was noted that there was considerable variation in 
the total iodine content of the thyroid as between 
different animals. Despite this, however, the propor- 
tion of the injected dose found in the thyroid was fairly 
constant and there was no clear relation between the 
uptake of radioactive iodine and the total iodine content 
of the gland. Douglas Findlay 


See also Section Pathology, Abstract 1210. 
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1441. Steroid Hormones. Metabolic Studies in Derma- 
tomyositis, Lupus Erythematosus and Polymorphic Light- 
sensitive Eruptions 

J. H. Lamp, E. S. Lain, C. Keaty, and A. HELLBAUM. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph., Chicago] 57, 785-801, May, 1948. 3 figs., biblio- 
graphy. 


Clinical improvement accompanied by increased 
ability to retain exogenous creatine was observed in 4 
patients with dermatomyositis given injections of 10 to 
25 mg. testosterone propionate twice weekly. One 
patient, a boy aged 9 years, also received implants of 


. three 75 mg. pellets of testosterone propionate on two 


occasions. 

Thirteen women with lupus erythematosus were also 
studied; in 10 there were signs of disturbed ovarian 
function (as shown by menorrhagia, low-oestrogen 
vaginal smear, or “ oestrogenic or mixed progestational 
endometria ’’), or a history of surgically induced meno- 
pause. There was moderate to severe creatinuria during 
active stages of the disease and comparatively low 17- 
ketosteroid excretion. Seven of these patients received 
“steroid therapy ’’ with benefit. In 6 men with poly- 
morphic photosensitive skin eruptions moderately de- 
pressed or low 17-ketosteroid excretion was associated 
with creatinuria when skin lesions were active. 

In 2 cases of hydroa vacciniforme in young girls with 
relatively high 17-ketosteroid levels in urine for their 
age group, injections of small doses (100 to 200 units) of 
oestrone (aqueous “ theelin ”’”) are said to have relieved 
the photosensitivity. E. W. Prosser Thomas 


1442. Use of Vitamin A in the Treatment of Cutaneous 
Diseases. Relation to Estrogen and the Vitamin B Com- 
plex 

F. Keppre. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 64-73, July, 1948. 
41 refs. 


The use of vitamin A in the treatment of cutaneous 
diseases is discussed with special reference to its relation- 
ship to oestrogen and the vitamin B complex. A case 
treated with vitamin A is described in detail and an 
account given of the investigations which were carried 
out. From her observation of this case and a study of 
the literature the author suggests an explanation for the 
inconstancy of response to the administration of this 
vitamin. The case described demonstrated that adminis- 
tration of oestrogens produced an accentuated need of 
the skin for vitamin A. Reference is made to the 
demonstration by Biskind and Biskind (Amer. J. clin. 
Path., 1946, 16; 737), that when vitamin-B deficiency is 
present the liver is unable to inactivate the oestrogens 
which circulate in excess, so that a vitamin-B deficiency 
may determine the appearance of phrynoderma and 
xerosis. No explanation of the antagonism between 


oestrogen and vitamin A in the skin or vaginal mucosa 
is apparent from the evidence presented. 
G. B. Mitchell-Heggs 


1443. The Role of Copper in Mammalian Pigmentation 
P. FiescH. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 
79-83, Jan., 1949. 2 figs., 33 refs. 


1444. Inhibitory Action of Extracts of Mammalian Skin 
on Pigment Formation 

P. Frescu. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y. 70, 
136-140, Jan., 1949. 4 figs., 21 refs. 


In the first paper, the author compares the catalytic 
effects of heavy metal ions on the autoxidation of 
1-dihydroxyphenylalanine (DOPA). Catalytic activity 
was most marked in the case of copper, while decreasing 
degrees of catalysis were shown by cobalt, nickel, 
manganese, lead, and iron. A combination of copper 
and manganese ions was more active than either metal 
alone. The activity of copper was extremely pronounced 
in concentrations of 3:2 10-°M. One mole of copper 
as cupric ion was able to counteract the inhibition of 
DOPA oxidation produced by 500 moles of cysteine. 
The in vitro catalytic effect is not shown by phenyl- 
thiourea, which is a specific inactivator of tyrosinase. 
Copper and iron were also estimated in white and pig- 
mented hair, in the melanin of mouse melanoma, and 
in dermis and epidermis from white and black human 
subjects. Significant concentration of copper was 
detected in black and grey hair (rabbit) and in the melanin 
fraction of the tumours. Red hair contained more iron 
than did white hair from the same animal, a finding in 
agreement with the known occurrence of an iron-poly- 
phenol in extracts of red hair. Copper was also selec- 
tively present in human epidermis. 

In the second paper, the inhibitory effect upon melano- 
genesis of extracts of human and rabbit skin is traced to 
a water-soluble, dialysable fraction antagonized by cupric 


- ions and by p-chloromercuribenzoic acid. The activity 


of extracts of human skin is directly related to the molar 
concentration of sulphydryl as estimated by the method 
of Anson. In all except albino animals, ultraviolet 
irradiation caused an immediate fall in the water-extract- 
able sulphydryl level. The absence of this effect in albino 
animals is traced to the non-absorption of the active 
wave-lengths by the outer skin layers. Traumatic 
pigmentation would therefore appear to be produced by a 
release of the DOPA-oxidation mechanism from the 
inhibitory influence of sulphydryl groups. 
Alex. Comfort 


1445. Evaluation of Histadyl Cream 
E. S. Bereston. Journal of Investigative Dermatology 
[J. invest. Derm.] 12, 157-158, March, 1949. 6 refs. 
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1446. Nail Changes following the Use of “‘ Base Coats ”” 
J. H. Mrtcuett. Medical Clinics of North America 
[Med. Clin. N. Amer.] 33, 95-107, Jan., 1949. 9 figs. 


In September, 1947, “* base coats ’’ were first marketed 
for application to nails before lacquering, and in 1948 
a peculiar disorder of the nails was observed which was 
associated with this practice. A discoloration under the 
nails from haemorrhage, with separation of the nail 


plate and keratosis of the nail bed, was followed by a 


curvature resembling that of ingrowing toe-nails. 
Reactions to patch tests were positive, though sometimes 
delayed for 1 to 2 weeks, and persisted for many months. 
The nails returned to normal 3 months after use of the 
“base coat’? had ceased. The chemical nature of the 
preparation is not known. John T. Ingram 


1447. Salicylanilide Therapy in Tinea Capitis 

I. M. FeLsHER. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 56-63, July, 1948. 1 
ref. 


The method used and the results obtained in the treat- 
ment of tinea capitis of the audouini type with an oint- 
ment containing salicylanilide 5% in ‘* carbowax 1500” 
are discussed in detail and compared with other forms 
of treatment. Salicylanilide proved superior to all other 
topical applications employed, and the results compared 
favourably with those of x-ray epilation. 

G. B. Mitchell-Heggs 


1448. Favus in a Rural Community of New York 

S.J. Ropsins. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 180-183, Aug., 1948. 
2 figs., 11 refs. 


This is a report of 3 cases of favus, verified by myco- 
logical examination, from a rural community 96 miles 
from New York City. All the patients were native-born, 
and in one case the disease had been present, unrecog- 
nized, for more than 15 years. Animal carriers were not 
excluded. J. E. M. Wigley 


1449. A Case of ORF (Contagious Pustular Dermatitis): 
Identification of the Virus 

F, BLAKEMORE, M. ABDUSSALAM, and W. N. GOLDSMITH. 
British Journal of Dermatology and Syphilis (Brit. J. 
Derm. Syph.} 60, 404-409, Dec., 1948. 16 refs. 


In a veterinary surgeon attending sheep a pustular 
dermatitis developed. Lesions were also found on the 
nares, buccal mucosa, and muzzle of lambs, and about 
the teats and udders of ewes. Within a few days, 
scratches on the patient’s right forefinger and left thumb 
became blistered; there was a reddish-purple infiltration 
with axillary adenitis. A toxic erythematous eruption 
appeared 3 weeks after infection but rapidly subsided. 
From an excised portion of a lesion a virus, morphologic- 
ally and immunologically identical with a well-known 
strain of the virus of contagious pustular dermatitis 
(Glover’s U.F. strain), was isolated and was experiment- 
ally transmitted to lambs and to a human volunteer. 
Agglutinins were detectable in the serum of the patient 
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132 days after infection. It is suggested that staining of 
direct smears of vesicle fluid for elementary bodies by 
Paschen’s method and agglutination tests with washed 
elementary bodies are of diagnostic value. The literature 
is fully reviewed. John T. Ingram 


1450. Experimental Study of Itch Stimuli in Animals 
H. KOENIGSTEIN. Archives of Dermatology and Syphilo- 


logy [Arch. Derm. Syph., Chicago] 57, 828-849, May, 


1948. 30 refs. 


Scratching paroxysms may be induced in dogs by the 
intravenous injection of “thalassin’” (an aqueous 
alcoholic extract from the tentacles of actinia), or. by the 
injection of morphine and other substances into the 


cisterna magna. The latter method may also be used in - 


cats and other animals. Ergotamine tartrate was found 
by the author to be effective in preventing the itching 
attack if given intravenously before thalassin, and 
rapidly suppressed an attack which had already started. 
Yohimbine chloride, also administered intravenously, 
had the same effect as ergotamine tartrate, but no other 
adrenergic or cholinergic substance was found to affect 
the itch-scratch reflex elicited by thalassin. On the 
other hand, ergotamine tartrate and yohimbine chloride 
had no effect on pruritus induced by the intracisternal 
injection of various substances which appear to exert a 
central pruriginous action, that of thalassin being 
peripheral. The systematic elimination of different 
parts of the brain led to the conclusion that a scratching 
centre is situated in the lower part of the medulla 
oblongata. This is supported by the fact that sub- 
stances which are depressants for the brain stem, such as 
barbiturates, are particularly suitable for the treatment 
of pruritus. Ergotamine tartrate and yohimbine chloride 
were also found to be effective clinically in the treatment 
of senile pruritus. E. W. Prosser Thomas 


1451. Tribromoethanol (‘‘ Avertin”’) in the Treatment 
of Neurodermatoses 


L. G. BEINHAUER. Archives of Dermatology and Syphilo- . 


logy [Arch. Derm. Syph., Chicago] 57, 1019-1027, June, 
1948. 13 refs. 


** Avertin ’’ was used in 11 cases of generalized neuro- 
dermatitis, 3 of ano-genital pruritus, and 2 each of 
urticaria, neurotic excoriations, and dermatitis herpeti- 
formis. All had failed to respond to other measures. 
The course of treatment lasted for a week, general 
anaesthesia being induced in the usual way by slow 
rectal injection in a dose of 80 mg. per kg. body weight. 
Treatment was given daily in the early evening, the 
patients being allowed up in the intervals. No un- 
pleasant after-effects of anaesthesia occurred. The 
patients with neurodermatitis did best, 2 of them being 
relieved for 6 and 9 months respectively, and others for 
shorter periods. Patients with ano-genital pruritus 
were relieved for periods of from 6 weeks to 2 months, 
but those with neurotic excoriations were relieved only 
during the stage of anaesthesia. The method requires 
careful selection of patient, direct supervision by a 
trained anaesthetist, and adequate nursing facilities. 
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[There would appear to be justification for a remark’ 
in the subsequent discussion: “ It is a heroic measure, 
and in some cases heroic patients are necessary.””] 

E. W. Prosser Thomas 


1452. Aminophylline as an Antipruritic Agent. III. 
Comparison with Certain Other Theophylline Salts 

E. Epstein. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 47-51, July, 1948. 7 
refs. 


The use of aminophylline administered parenterally 
as an antipruritic agent is discussed and a comparison 
made of clinical results obtained with it and with other 
theophylline salts. The results suggest that amino- 
phylline is a more effective agent than either theophylline 
monoethanolamine or theophylline methylglucamine. 

G. B. Mitchell-Heggs 


1453. Familial Urticaria due to Cold 

F. G. WiTHERSPOON, C. B. Wuite, J. M. BAZEMORE, and 
H. Hatwwey. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 52-55, July, 1948. 
1 fig., 7 refs. 


A case of familial urticaria due to cold is presented. 
A genealogical study oyer four generations revealed an 
incidence of the identical syndrome in 24 out of 45 
members of the patient’s family. 

G. B. Mitchell-Heggs 


1454. Urticaria Caused by Cold. (La question de 
Vurticaire par le froid) 

E. RasKA and A. AspotH. Annales de Dermatologie et 
de Syphiligraphie [Ann. Derm. Syph., Paris| 9, 149-157, 
March-April, 1949. 24 refs. 


1455. Treatment of Localized Scleroderma (Morphea) 
with Bismuth Compound 

J. M. FLoop and J. H. Stokes. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 57, 810- 
814, May, 1948. 12 refs. 


_ Case reports are given of 7 patients with localized 
scleroderma who were treated by the intramuscular 
injection of bismuth hydroxide or of a compound of 
sodium bismuth iodide and sodium iodide. The results 
were excellent in 2 cases, good in 4, and fair in one. 
The authors conclude that: ‘“ apparently some patients 
will require a total of 50 to 75 injections of bismuth 
compound before satisfactory results can be obtained ”’. 
E. W. Prosser Thomas 


1456. Erythroplasia of Queyrat: Report of Ten Cases 
W. Sacus and P. M. Sacus. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 58, 184—- 
190, Aug., 1948. 5 figs., 5 refs. 


All 10 patients were of Jewish origin, 25 to 50 years 
of age. All had lesions on the glans penis, in addition 
to which in 3 the scrotum was involved and in 2 the 
shaft of the penis, and 1 had a lesion on the lower 


part of the abdomen. Histological study showed no 
evidence of malignancy or pre-malignant tendencies, 
but there were signs of an inflammatory reaction “ com- 
posed chiefly of plasma cells”. Photographs and 
photomicrographs are reproduced. 

Treatment consisted in the application twice weekly 
for 2 or 3 weeks of 0-3 g. of neoarsphenamine dissolved 
in 4 ml. of distilled water to which 1 ml. of glycerin 
was added. The results were good and some “ apparent 
cures ” are claimed. J. E. M. Wigley 


1457. Hemangiopericytoma . 
C. F. Sims, N. Kirscu, and R. G. MACDONALD. 
chives of Dermatology and Syphilology [Arch. Derm, 
Syph., Chicago] 58, 194-205, Aug., 1948. 8 figs., 7 refs, 


This paper contains a review of the literature and a 
detailed description of 2 cases, accompanied by repro- 
ductions of a clinical photograph and photomicrographs, 
** The hemangiopericytoma is a vascular tumor charac- 
terized by the formation of endothelial tubes and sprouts, 
with a surrounding sheath of rounded and sometimes 
elongated cells”. The authors discuss the differential 
diagnosis from granuloma pyogenicum, angioma, 
lymphangioma, angiosarcoma, glomus tumour, and 
haemangioendothelioma, which may be possible only on 
histological study. [The article does not lend itself to 
abstraction and should be read in full.] 

J. E. M. Wigley 


1458. Extracellular Cholesterosis with Pulmonary In- 
volvement 

N. Soset and J. H. Pottocx. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 58, 206- 
214, Aug., 1948. 5 figs., 10 refs. 


A case of this condition, closely following the descrip- 
tion given by Urbach, is described in detail, with labora- 
tory observations and reproductions of photographs 
and a photomicrograph. The differential diagnosis 
from xanthomatosis, erythema multiforme, and granu- 
Joma annulare is discussed. The possible mechanisms 
of the pathogenesis are commented on and the literature 
is briefly reviewed. [This paper, which is a prelirhinary 
report, is not suitable for brief abstraction and should 
be read in full.] J. E. M. Wigley 


1459. Familial Steatocystoma Multiplex. Twelve Cases 
in Three Generations 

R. O. and J. P. REyNoLps. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 57, 
1013-1018, June, 1948. 3 figs., 6 refs. 


This article contains a brief review of the literature 
and a record of a family history in which 12 members 


in three generations had multiple sebaceous cysts. In . 


most of the cases the cysts appeared between the ages 
of 12 and 18. The data appear to substantiate the fact 
that multiple sebaceous cysts may be inherited as a 
single dominant. There was no evidence to suggest a 
genetic relationship between sebaceous cysts and malig- 
nant growths. E. W. Prosser Thomas 


Venereal 
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1460. The Oral Administration of Aureomycin (Duo- 
mycin) and Its Effect on Treponema pallidum in Man 

Pp. A. O'Leary, R. R. KIERLAND, and W. E. HERRELL. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 23, 574-578, Dec. 8, 1948. 2 figs., 
6 refs. 


The authors, working at the Mayo Foundation, 
examined the effect of giving aureomycin by mouth for 
acute, dark-field-positive syphilis, after hearing of 
Heilman’s results (Abstract 1535) in Borrelia novyi and 
Leptospira icterohaemorrhagiae infections. 

Aureomycin is fairly soluble, giving a solution which 
has a pH of 4 to 5 and is too irritating for parenteral 
administration. Preliminary results, however, indicate 
that doses of 500 to 750 mg. may be administered satis- 
factorily by mouth to adults every 4 hours. The anti- 
biotic is dispensed in the form of capsules containing 
250 mg. each. Some gastro-intestinal disturbance may 
result. Vitamin supplements were also administered 
because of the marked suppressive effect of aureomycin 
on the bacterial flora of the intestinal tract. The 
intravenous drip method was abandoned because of 
venous irritation and thrombosis, but intermittent intra- 
venous administration of 0-5 g. in 250 to 500 ml. at 
12-hourly intervals could be used if. necessary. 

Two patients suffering from acute, dark-field-positive 
syphilis were treated with.aureomycin orally. The first 
patient received doses of 400 mg. 4-hourly for 3 days, 
then 500 mg. 4-hourly for the fourth and fifth days, 
750 mg. 4-hourly on the sixth and seventh days, and 
500 mg. 4-hourly until a total of 44-2 g. had been 
administered. Levels in blood varied from 2 to 4 mg. 
per ml. for doses of 400 to 500 mg. and rose to 8 mg. per 
ml. with doses of 750 mg. aureomycin 4-hourly. All the 
lesions had healed 16 days after admission. The second 
patient received 750 mg. of aureomycin by mouth 4-hourly 
for 15 days (67-5 g. altogether). The results of dark- 
field examination for Treponema pallidum became nega- 
tive 16 hours after treatment started and ‘remained 
negative. After 15 days the primary lesion was 
completely healed. The authors conclude that aureo- 
mycin has some antispirochaetal effect when administered 
by the oral route. Malcolm Woodbine 


1461. Experimental Research in Neurosyphilis. (Uber 
die experimentelle Erforschung der Neurosyphilis) 

H. ScHLOssBERGER. Dermatologische Wochenschrif 
[Derm. Wschr.] 119, 650-654, 1947-48. 34 refs. 


Earlier reports on the experimental production of 
neurosyphilis in animals are reviewed, and it is con- 
cluded that invasion of the central nervous system by the 
Treponema pallidum occurs most regularly in the mouse 


Diseases 


and a few other rodents. It appears that during its stay 
in the brain of the mouse the spirochaete acquires 
neurotropic properties, and this enables it, on injection 
into the rabbit, to invade the central nervous system. 
Examples of presumably neurotropic strains in human 
beings are mentioned. 

[The experimental investigation of strains of T. pallidum, 
to which the author has contributed a great deal, has not 
yet helped much in the clinical conception of syphilis.] 

G. W. Csonka 


1462. The Treatment of Asymptomatic Neurosyphilis in 
the White Mouse 

H. J. MAGNUSON and B. RosENAu. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 11, 435-441, Dec., 
1948. 14 refs. 


The authors describe experiments in which the asympto- 
matic neurosyphilis of white mice, produced by intra- 
peritoneal inoculation of one million Treponema pallidum 
3 months before treatment, was used for therapeutic 
assay of penicillin, ‘“‘ mapharsen” (oxophenarsine 
hydrochloride, U.S.P.), and tryparsamide. Test of cure 
was by transfer of mouse brain to rabbits 6 weeks after 
treatment. Daily subcutaneous administration of peni- 
cillin in peanut oil and beeswax for 4 days was curative 
in 50% of animals when a total dose of 14,000 units per 
kilo body weight was given and in 90% when the total 
dose was 64,000 units per kilo. Neither mapharsen nor 
tryparsamide given as a single intraperitoneal injection 
was curative in doses up to the maximum tolerated 
dose. James Marshall 


1463. Penicillin Syphilotherapy Administered Prior to 
A Study of 111 Pregnancies During Which 

Additional Antisyphilitic Treatment was Withheld 

H. A. TUCKER. American Journal of Syphilis, Gonorrhea, 

and Venereal Diseases [Amer. J. Syph.] 33, 1-7, Jan., 

1949. 6 refs. 


The author reports 111 pregnancies in 88 women in 
which no treatment for syphilis was given during preg- 
nancy; 72 -of the patients had primary or secondary 
syphilis, and the remainder latent or early asympto- 
matic neurosyphilis. The majority received 3,000,000 
units of aqueous penicillin every 2 or 3 hours for 74 to 
15 days. At the time of delivery 30 mothers were serum- 
positive. There was only one congenitally syphilitic 
child born, giving an incidence of 0:9%. It is concluded 
that giving penicillin in excess of 2,400,000 units to a 
syphilitic woman, whether pregnant or not, with satis- 
factory response, is sufficient to guarantee healthy offspring 
in subsequent pregnancies, provided relapse or re-in- 
fection does not occur. Each patient should be observed 
monthly throughout every pregnancy, in order that 
re-treatment may be given promptly in the event of a 
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positive serum reaction, serum resistance in high titre, 
clinical relapse, or reinfection. In the author’s experience 
the incidence of infantile congenital syphilis has already 
been reduced to a fraction of that seen before the advent 
of penicillin. 

[It is open to question whether re-treatment should be 
withheld at a stage of syphilis when the relapse rate after 
optimum treatment may be as high as 10%.] 

G. W. Csonka 


1464. The Therapeutic Efficacy of Penicillin G in 
Experimental Syphilis Produced by Five Different Strains 
of Treponema pallidum 

R. A. Boak and C. M. CARPENTER. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 8-11, Jan., 1949. 4 refs. 


In comparing the sensitivity of five strains of Treponema 
pallidum to penicillin G a considerable variation in the 
CD50 was obtained. The strains used had been main- 
tained by passage in rabbits for from 6 months to 34 
years, but neither the length of time nor the number of 
Passages appeared to influence the sensitivity of the 
strains to penicillin. G. W. Csonka 


1465. Results of the Nationwide Study of Penicillin in 
Early Syphilis. (A Report of the Central Statistical 
Unit.) I. Amorphous Penicillin in Aqueous Solution 

M. MERRELL. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 33, 12-18, Jan., 
1949. 4 figs. 


Approximately 7,000 patients are included in this 
analysis. Seven treatment schemes, with doses of 
from 300,000 to 800,000 units of penicillin, were used. 
In the majority of cases the drug was given 3-hourly 
over 74 days. About a year after treatment at least 
10% of patients had a clinical relapse or re-infection. 
At 15 months the patients treated with the lower dosage 
of penicillin showed a clinical relapse rate of up to 25%, 
whereas the highest ‘doses used yielded a 12° relapse 
rate. It is noted that the clinical relapse rate was 
steadily rising over the entire period of observation, but 
the author has not attempted to exclude re-infections. 
The total failure rates, which included both clinical and 
serological failures, were 1-5 times as large as the corre- 
sponding rates based on clinical failures only. It is 
concluded that of even the early cases of syphilis treated 
with the highest doses 10° will relapse at the end of 
the first year. G. W. Csonka 


1466. Results of the Nationwide Study of Penicillin in 
Early Syphilis. II. Amorphous’ Penicillin Versus 
Crystalline Penicillin G, and Aqueous Penicillin Versus 
Penicillin—Oil-Beeswax 

R. V. Riper. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 33, 19-26, Jan., 
1949. 6 figs. 


When treatment by amorphous penicillin was com- 
pared with that by crystalline penicillin G no significant 
difference in the number of clinical relapses was found, 
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but when serum resistance and serum relapses were 
taken into consideration as well the results obtained from 
crystalline penicillin G appeared to be superior at the 
end of the observation time of 14 months. The doses 
employed were 2,400,000 or 4,800,000 units over a 
74-day period, injections being given 2- to 3-hourly, 
There was, however, no difference, so far as results were 
concerned, between 2,400,000 and 4,800,000 units of 
penicillin, or between 2- and 3-hourly injection. 

In comparing penicillin in peanut-oil—-beeswax and 
penicillin in aqueous solution two dosages were used— 
one of 4,800,000 units, the other of 9,600,000 units, 
No difference in failure rate was observed between the 
two drugs in either series. This bears out the earlier 
favourable results recorded with penicillin in oil—beeswax, 

[This and the previous paper (Abstract 1465) give 
important statistical evidence of the value of penicillin 
as a sole agent in the treatment of early syphilis, and for 
details the original papers should be consulted. As the 
treatment “ failures’ include an unknown number of 
re-infections, the true picture may be more favourable.] 

G. W. Csonka 


1467. Observations on Patients with Early Syphilis 
Treated with Penicillin in Various Vehicles and by Oral 
Method 

A. COHN, T. ROSENTHAL, and I. GRUNSTEIN. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Svph.] 33, 27-33, Jan., 1949. 8 refs. 


In an effort to evolve a practicable method for the 
ambulatory penicillin treatment of early syphilis, 85 
patients were given single daily intramuscular injections 
of 1,000,000 units of commercial sodium penicillin over 
a period of 5 days. The penicillin was administered in 
saline alone to 5 of the patients, in water-in-oil emulsion 
to 31, and in water-in-oil! emulsion with 2° beeswax to 
the remaining 49. Patients were followed-up clinically 
and serologically for periods varying from 3 to 35 months 
and in most cases the cerebrospinal fluid was examined 
after 6 months. The percentage of known failures in 
the group of patients receiving penicillin in saline was 


20; in the group given penicillin in water-in-oil emulsion ° 


it was 19-3, and in the group receiving penicillin in oil- 
and-wax emulsion it was 14:2. The lower failure rate 
in the last group was not considered to be of statistical 
significance, as the observation period had been far too 
short. 

In addition, 4 patients with serum-positive primary 
syphilis were treated as in-patients with calcium peni- 
cillin given orally. One received a total dosage of 
6,000,000 units over a period of 10 days, 2 others 
6,180,000 units in 54 days, and the fourth 12,000,000 
units in 10 days, the appropriate number of tablets, each 
containing 60,000 units of buffered calcium penicillin, 
being swallowed at 2-hourly intervals from 8 a.m. to 
10 p.m. daily. Only 3 of the patients remained under 


further observation, the positive serological reactions of 
all becoming negative within a period of 2 months. Of 
the patients who received the smaller dose, 2 were 
followed-up for 30 and 35 months respectively and 
remained clinically and serologically negative, their 


1 
I 


mor 


ita 


cerebrospinal fluid being normal 7 and 9 months 
respectively after treatment. The patient who received 
12,000,000 units in 10 days relapsed clinically 61 days 
after treatment. [Despite certain apparent inconsis- 
tencies in presentation, the results of oral treatment are 
nevertheless interesting.] G. L. M. McElligott 


1468. Observations on Penicillin Therapy of Syphilis. 
(Observations sur la pénicillinothérapie antisyphilitique) 
A. BESSAMANS and R. Derom. Revue Belge de Pathologie 
et de Médecine Expérimentale [Rev. belge Path.| 18, 385- 
390, Jan., 1948. 4 refs. 


Concentrations of 50 and 500 units penicillin per ml. 
immobilize Treponema pallidum after 6 and 3 hours 
respectively at 37°C. Different commercial products 
of penicillin seem to immobilize T. pallidum to a different 
degree, crystalline penicillin being superior in trepone- 
micidal effect. Impurities may possess or enhance 
therapeutic action. Data are given on optimum con- 
centrations and periods of treatment required to inhibit 
the growth of 7. pallidum. Curative doses for man are 
much larger than for experimentally infected rabbits. 
Treated animals can be re-infected; in such cases the 
effective curative doses are just as high as for man. 
Lymph-node and tissue transfer tests for effective doses 
in the rabbit do not seem to give accurate results. 

Vera Novy 


1469. Attempt to Produce an Arsenic-resistant Strain of 
Spirochaeta pallida in Experimental Syphilis 

T. F. Propey. Public Health Reports [Publ. Hith Rep., 
Wash.] 63, 1654-1659, Dec. 17, 1948. 6 refs. 


This, study was made to see whether it was possible to 
render the Nichols strain of Treponema pallidum resistant 
to arsenic by infecting rabbits and treating them with 
subcurative doses of neoarsphenamine. Two methods 
were employed: (1) a single large subcurative dose 
(20 mg. per kg.) and (2) numerous small doses (1 mg. per 
kg. weekly). It was found that whereas 30 mg. per kg. 
cured rabbits infected with the normal strain, 40 mg. per 
kg. was required to cure those infected with the 
(presumably) resistant strain; the limits of experimental 
variation lie between 20 and 40 mg. per kg. and the two 
sets of figures are therefore not statistically different. It 
is concluded that the Nichols strain was not rendered 
arsenic-resistant by either method. T. E. Osmond 


1470. Extradural Hemorrhage Following Lumbar Punc- 
ture: Report of a Case 

S. OLANSKY. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 33, 56-57, Jan., 
1949. 6 refs. 


Although minor degrees of extradural haemorrhage 
after lumbar puncture may not be uncommon, haemor- 
rhage severe enough to cause permanent neurological 
damage is extremely rare. 

The author describes the case of a young negro with 
early latent syphilis who was also suffering from poly- 
cythaemia. Examination of the blood gave the following 
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results: haemoglobin 180%; erythrocytes 9,000,000 per 
c.mm.; prothrombin time 34 seconds (control 19 
seconds) ; plasma fibrinogen 0-4 g. per 100 ml. The 
serum tests for syphilis were positive. A diagnostic 
lumbar puncture was performed and 36 hours later the 
patient complained of severe pain in his legs; 12 hours 
later he was completely paralysed below the waist. A 
diagnosis of extradural haemorrhage was confirmed 
radiologically and an extradural clot removed after 
bilateral laminectomy at the level L3 and L4. All motor 
function had returned 40 days after the operation except 
for the ability to flex his legs. 

The author quotes an unpublished observation of 
Hansen that patients with polycythaemia often bleed 
profusely after trauma, and that the blood of such 
patients lacks the ability to form an adequate clot owing 
to the, large erythrocyte mass interfering with clot 
retraction. In some patients the prothrombin time is 
prolonged as a result of liver damage. The author con- 
siders that polycythaemia should be added to the list of 
** relative contraindications ’’ to lumbar puncture. 

G. L. M. McElligott 


1471. Experiences with ‘‘ Mapharsen ’’. 
avec le Mapharsen) 

F. Dermatologica [Dermatologica, Basel] 98, 
85-97, 1949. 


(Expériences 


1472. Polyneuritis in Massive Arsenic Therapy, its 
Pathogenesis and Therapeutic Routes. (IlonuHesputsi 
MaCCHBHOH apceHoTepanuu, Hx NaToreHes NyTH 
Tepanun) 

E. V. SHCHEPLOVSKAYA and E. D. TENDLER. Hespo- 
natonorua u Ilcuxuarpua [Nevropat. Psikhiat] 18, 
No. 2, 27-32, March-April, 1949. 


1473. Penicillin Treatment in Early Congenital Syphilis. 
(Penicillinbehandling vid tidig lues congenita) 

L. E. CaRLGREN. Nordisk Medicin [Nord. Med.} 41, 
846-851, May 13, 1949. 


See also Section Fhannecslogy and Therapeutics, 
Abstracts 1112-13. : 
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1474. Serological Studies on Gonococci. I. Technique. 
Gono-reaction of Normal ’’ Rabbits. Serological Rela- 
tion Between Gonococci and Pasteurellae. [In English] 
A. Reyn. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 26, 51-70, 1949. 
1 fig., 49 refs. 


The author is investigating the serological typing of | 


700 strains of gonococci collected between 1940 and 
1944. These strains have been stored either in the 
incubator at 37° C. in semifluid 0-2% broth agar covered 
by liquid paraffin, with subculture every 3 to 4 weeks, 
or in acetic fluid broth culture dried by cold vacuum and 
kept in the refrigerator at 4° C. With the latter method 
of storage viable cultures were obtained, even after more 
than 3 years, from all but 10% of the ampoules. 
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The typing was carried out by the complement-fixation 


reaction on the sera of immunized rabbits. The direct | 


reaction was found inadequate for typing; it was first 


essential to absorb antibodies with homologous or hetero-— 


logous antigens. [The technique employed is compli- 
cated, as there is a tendency for rabbit sera to become 
anticomplementary. Reference should be made to the 
original article for technical details.] One antigen 
common to all gonococci (species antigen), and at least 
5 strain- or type-specific antigens, were found. Before 
immunization. sera of normal rabbits were tested for the 
presence of complement-fixing antibodies. Many sera 
were found to react with the gonococcal antigen, whether 
prepared from newly isolated cultures or from older 
laboratory strains. Positive tests were more frequently 
found in older rabbits (58%) than in younger (10%). 

Some of the organisms known from experience to be 
present in rabbits were investigated. Many normal 
rabbit sera reacted with certain Pasteurella strains, and 
such positive reactions are related to positive reactions 
with gonococci. Direct complement-fixation and ab- 
sorption experiments showed that certain Pasteurella 
strains and gonococci are antigenically related and that 
some strains have partial antigens in common other 
than the antigen common to all gonococci.’ Seven 
strains of Pasteurella-like organisms were isolated from 
nasal cultures from 33 apparently healthy rabbits. 
These had identical fermentation reactions, and were 
probably also serologically identical. 

On account of this antigenic relationship between 
gonococci and Pasteurella organisms, the author Suggests 
that although infection with the latter is rare in man it 
may be one of the causes of inexplicable positive reactions 
with human serum and polyvalent gonococcus antigen. 

A. Sachs 


1475. Skin Reaction of Patients to Donovania granu- 
lomatis 

C. H. CuHen, R. B. Dienst, and R. B. GREENBLATT. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.| 33, 60-64, Jan., 1949. 4 refs. 


The successful cultivation of Donovania granulomatis 
on a fresh yolk medium has previously been reported by 
the authors (Amer. J. Syph., 1948, 32, 301). In order 
to prepare an antigen for skin-testing purposes, 10 slants 
of this medium were inoculated with 0-1 ml. of a culture 
of D. granulomatis and incubated at 36° C. for 4 days. 
The fluid on the surface of the media was then pipetted 
into a phial, diluted with an equal amount of saline, and 
heated in a water bath at 60° C. for one hour. A 1 in 
10 dilution of fresh yolk in normal saline was used as a 
control. 

After a preliminary sensitivity test with an intradermal 
injection of 0-1 ml. of a | in 100 dilution of fresh yolk 
a number of patients were given intradermal injections 
of 0-1 ml. of the antigen and of the control. Positive 
reactions were observed in all of 40 patients with active 
granuloma inguinale proved by microscopy, the skin 
reaction being found to develop as early as 2 weeks 
after the onset of lesions and to persist indefinitely. In 
28 patients without granuloma there were 7 false positive 


reactions, but it is concluded that a negative skin test js 
definite evidence that a chronic ulcerating lesion is not 
one of granuloma inguinale. R. R. Willcox 


1476. Streptomycin Therapy of Granuloma Inguinale 

J. J. Stewart and W. E. Laur. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer, J. 
Syph.] 33, 65-67, Jan., 1949. 7 refs. 


The treatment with streptomycin is reported of 15 
negro patients with granuloma inguinale, 9 of whom 
were male. Their ages ranged from 23 to 43 and in 10 
cases the lesions had been present for more than 6 
months. In 9 cases relapse had followed previous 
treatment with antimonials. The dosage of strepto- 
mycin in 13 of the cases was 20 ., given in divided doses 
at 4-hourly intervals over a period of 11 days (3 g. daily 
for the first 3 days, followed by 2 g. daily for 3 days and 
then 1 g. daily for 5 days). Of the other 2 cases one 
received 1 g. daily for 15 days and the other 4 g. daily 
for 5 days. Healing was complete or nearly complete 
in all cases after 10 to 21 days. No relapses have been 
encountered so far, but only 5 of the 15 patients had 
been followed-up for more than 3 months at the time of 
reporting. R. R. Willcox 


1477. Diagnostic Tests in Granuloma Inguinale 

H. Packer and A. D. DULANEY. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 68-75, Jan., 1949. 10 refs. 


The various methods of diagnosing granuloma ingui- 
nale are discussed. Slides prepared from scrapings of 
the granulation tissue usually contain enough macro- 
phages to show the Donovan bodies when stained by 
Wright’s stain, and this is the most suitable method for 
use in those cases with soft, easily bleeding, hypertrophic 
lesions. Biopsy techniques are less reliable, while com- 
plement-fixation tests are more suitable for use in the 
necro-ulcerative and elephantoid types. For this last 
method the authors used pus from a patient with meta- 
static bone abscesses as antigen and obtained 21 positive 
results in 25 patients with verified granuloma inguinale. 
False-positive results were obtained in 4 out of 12 


_ patients with early syphilis, but in none of 19 controls. 
In an attempt to develop a more suitable antigen, both - 


bacterial-suspension and boiled-filtrate antigens were 
prepared from cultures of Donovania granulomatis in a 
Locke-solution and yolk-sac medium. Positive com- 
plement fixation was obtained with each antigen in 83% 
of 24 patients with proved granuloma inguinale, 6 false 
positives being obtained with the bacterial-suspension 
antigen, and one with the boiled-filtrate antigen in sera 
from 28 patients with early syphilis, but in none of 37 
controls. Skin tests were performed with the same two 
antigens on 16 patients with verified granuloma inguinale. 
Of 6 tested with the bacterial suspension alone, 4 gave 
positive results. Of 8 patients tested with both antigens 
2 reacted to both and 4 to the bacterial suspension only, 
no reaction being obtained in the remaining 2 cases and 
in 2 others in which the filtrate antigen was used. 
R. R. Willcox 
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1478. Sulfathiazole Anuria Cured by Means of Intra- 
yenous Procaine Treatment 

N. P. Frus. Journal of Urology Urol.) 61, 184-186, 
Feb., 1949. 1 fig., 7 refs. 


The author reports a case in which vomiting after the 
administration of 15 g. of sulphathiazole by mouth for 
bronchopneumonia led to anuria. After 23 hours a 
preliminary dose of 5 ml. of 1% procaine hydrochloride 
was given intravenously, followed by 10 ml. shortly 
afterwards. Within 24 hours a small amount of blood- 
stained urine was passed, and a total of 250 ml. in the 
next 16 hours (15-6 ml. per hour). Two further intra- 
venous injections of 10 ml. each of 1% procaine with 
4 hours’ interval were followed by an increase in diuresis 
to 78 and 112-5 ml. per hour respectively immediately 
after the injection, and excretion rose to 177-8 ml. per 
hour about 24 hours later. Clinical recovery was 
complete on the tenth day a‘ter onset of anuria. 

L. H. Worth 


1479. On the Artificial Kidney. V. Some Experiences 
During the Study of Dialytic Treatment on Animals with 
Uremia Caused by Mercuric Chloride Poisoning. [In 
English] 

N. ALWALL, L. Norvir, and A. M. Steins. Acta 
Medica Scandinavica [Acta med. scand.] 132, 477-486, 
1949. 4 figs., 1 ref. 


Twenty-seven rabbits made uraemic by intravenous 
injection of mercuric chloride (21 receiving 2 mg. per kg. 
body weight, 5 receiving 3 mg., and 1 receiving 4 mg.) 
were treated by dialysis of the extravasated heparinized 
blood (for method see Acta med. scand., 1947, 128, 317). 
Dialysis was usually started on the third day after the 
injection and lasted on the average for 5} hours at a 
time (minimum 2} hours, maximum 8 hours). Only one 
animal (the heaviest) survived; the length of life in the 
others was from 42 to 184 hours. There was no appre- 
ciable difference in weight between the animals undergoing 
dialysis and those of the control group. The treated 
animals received heparin in amounts varying between 1 
and 2:4 mg. per kg., and between 0-44 and 2°6 g. of 


non-protein nitrogen was removed during one single — 


treatment. The effectiveness of the method, as was 
expected, was greatest when the initial concentration of 
non-protein nitrogen in the blood was high, the dialysis 
protracted, and the blood flow through the apparatus 
satisfactory. The observation that the level of non- 
Protein nitrogen in the blood in itself was unrelated to 
the clinical appearances was again confirmed. Most of 
the animals died from haemorrhages—from the vicinity 
of the operation wound, into the intestinal canal, or into 
the retroperitoneal space; pulmonary complications 
caused the remainder of the deaths. It is obvious that 


blood from clotting will have to be reduced, even at the 
risk of development of other complications, and shorten- 
ing of the time of dialysis seems advisable. 

L. H. Worth 


1480. On the Artificial Kidney. VI. Some Views on the 
Indications for Treatment of Uremia and for Active Re- 
moval of Oedema by Means of Our Artificial Kidney, 
Based on Studies of Uremic Material not Treated with 
This Method. [In English] | 

N. ALWALL and B. HERNER. Acta Medica Scandinavica 
[Acta med. scand.} 132, 572-586, 1949. 2 figs., 9 refs. 


Twenty-six cases of acute nephritis with 13 deaths and 
24 fatal cases of chronic nephritis have been selected for 
this review from a series of over 560 patients for the one 
reason that in every patient at one stage of the illness 
the amount of non-protein nitrogen in the blood was 
not less than 100 mg. per 100 ml. Other data con- 
sidered were: pulse, temperature, blood pressure, 
diuresis, and specific gravity of urine. The aim was to 
find an accurate indication for employment of the 
authors’ method of dialysis. In acute nephritis a steep 
rise in the level of non-protein nitrogen or a level re- 
maining high in spite of satisfactory diuresis, or pro- 
longed anuria (by the authors’ definition secretion of 
less than 200 ml. urine a day for several days), is a clear 
indication for the use of the method. In cases of chronic 
nephritis the indication is obviously influenced by the 
presence of secondary complications, especially oedema 
and uraemia, and by acute exacerbations of the nephritic 
condition. The authors stress the danger of infusion of 
solutions and the toxic effect of their electrolytes in these 
patients, a danger which can be avoided if dialysis is 
used to eliminate salts, waste products, and fluid. 

L. H. Worth 


1481. On the Artificial Kidney. VII. Clinical Experi- 
ences of Dialytic Treatment of Uremia. [In English] 

N. ALWALL, L. Norvitr, and A. M. STEINS. Acta 
Medica Scandinavica [Acta med. scand.| 132, 587-602, 
1949. 8 refs. 


This is a review of the first 12 cases treated by dialysis 
with the authors’ method. Three have been reported 
before. One patient now feels fit and is capable of 
work; the urea clearance is 60%, the specific gravity of 
the urine can be forced up to 1,024, microscopical 
examination reveals some haematuria and cylindruria, 
and there is some proteinuria. The 9 new patients all 
died; either treatment was begun after irreversible 
changes in the kidneys had occurred, or complica- 
tions set in for which dialysis was not a suitable treat- 
ment. There was one case of severe haemorrhage in 
advanced uraemia in which heparinization was believed 
to be at least a contributory factor. Since this event the 
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initial dose of heparin has never exceeded 100 mg., and 
the total dose 300 mg., during each dialysis. However 
ill a patient was, the treatment always brought about a 
substantial fall in level of non-protein nitrogen in the 
blood, the yield being 13 to 80 g. of non-protein nitrogen 
in the course of treatment (which was repeated in two 
cases). The duration of dialysis was extended to over 
10 hours (up to 20) except in 2 cases. When both 
cylinders of the apparatus were in use the dialysing area 
was 6,500 sq. cm.; if a technical hitch occurred and only 
one could be used it was 3,500 sq. cm. Normally 150 
to 200 litres of blood could be dialysed against 200 to 
250 litres of salt solution, the electrolyte concentration 
of which was reduced by 5% in the last 3 cases. Even 
in the most desperate cases of advanced uraemia im- 
provement was impressive; the patient could be roused, 
could recognize his environment, and could ask or 
answer questions. L. H. Worth 


1482. Anuria due to Acute Azotaemic Nephritis; Cure 
by Exsanguination Transfusion. (Anurie par néphrite 
aigué azotémique: guérison par exsanguino-transfusion 
(méthode de Bessis)) 

A. Durour and G. DES MESNARDS. Journal d’Urologie 
Médicale et Chirurgicale [J. Urol. méd. chir.| 55, 18-21, 
1949. 1 fig. 


A detailed report is given of a case of acute nephritis 
with anuria treated by an exsanguination transfusion. 
The anuria began on the eleventh day after an operation 
for appendicitis. Within 2 days the blood urea con- 
centration was 337 mg. per 100 ml. and on that day 
bilateral renal decapsulation was carried out. Renal 
biopsies were performed, and the sections showed the 
changes of acute nephritis. After this operation urine 
secretion startéd but in another 5 days anuria was again 
present and the blood urea level 560 mg. per 100 ml. 
On four occasions an exsanguination transfusion was 
carried out. At each one roughly 4 litres of blood was 
given and 4 taken off. The blood urea level fell to 
450 mg. per 100 ml. after the first one, and the patient 
was much better. Then diuresis started, and she im- 
proved rapidly. In all, 154 litres of blood was given, 
and 16 litres, containing a total of 60 g. of urea, removed. 
It is claimed that the exsanguination transfusions 
materially aided this girl’s recovery. F. B. Cockett 


1483. Management of Acute Nonobstructive Renal 
Insufficiency 

H. E. Lerrer, I. G. Kroop, A. FISHMAN and A. HYMAN. 
Journal of Urology [J. Urol. 61, 163-177, Feb., 1949. 
3 figs., 33 refs. 


The authors analyse clinical and laboratory data based 
on the observation of 17 patients with non-obstructive 
renal insufficiency. Of these 8 died—one on the first 
day after admission, the others 8 to 14 days after the 
onset of anuria; 4 had been treated by the artificial 
kidney (Kolff’s machine), and one had had peritoneal 
lavage. Of the 9 patients who recovered 2 had been 
treated by dialysis with Kolff’s apparatus. In one case 


in which the apparatus was applied for 2 hours on the 


6th day of anuria following bichloride of mercury 
poisoning the non-protein nitrogen level fell from 110 
to 30 mg. per 100 ml., and diuresis set in 6 days later, 
In another patient, suffering from carbon tetrachloride 
poisoning, dialysis was used for 6 hours on the 8th and 
14th days of anuria; non-protein nitrogen level fell, 
respectively, from 109 to 69 mg. and from 98 to 57 mg, 
per 100 ml., with onset of diuresis on the 19th day, 
Fluid intake was restricted to an amount only sufficient 
to replace water losses through the skin and respiration 
and additional losses caused by excessive perspiration, 
vomiting, or diarrhoea—that is, 1,000 ml., which 
includes parenteral intake and the water content of solid 
food. Sodium chloride should be excluded from the 
intake unless this substance has been vomited, and the 
diet should consist almost entirely of fruit juices. The 
not uncommon spontaneous recovery from anuria after 
8 days or so is mentioned. In 7 patients under review, 
in whom anuria had lasted 5, 8, 9, 9, 10, 13, and 14 days 
respectively, diuresis started after conservative treat- 
ment. L. H. Worth 


1484. Clinical Intoxication with Potassium: Its Occur- 
rence in Severe Renal Insufficiency 

N. M. KertH and H. B. BURCHELL. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 217, 1-12, Jan., 
1949. 6 figs., 30 refs. 


Thirteen cases of hyperpotassaemia occurring during 
serious renal insufficiency were investigated by the 
authors. All the cases were fatal and in 10 necropsy 
was carried out. The potassium level in serum varied 
between 7:7 and 10-5 milliequivalents per litre and the 
condition was associated with diagnostic electrocardio- 
graphic changes but not with any typical clinical signs. 
A concomitant rise in blood urea and blood creatinine 
levels occurred in all cases. The authors attribute the 
infrequent occurrence of potassium intoxication in their 
cases of uraemia to the treatment of these patients with 
large intravenous infusions containing glucose and whole 
blood. Other changes in serum electrolytes and in pH 
make the evaluation of the toxic effects difficult in these 
patients. 

Electrocardiographic findings are diagnostic, and 
include T waves with a high peak and a narrow base, 
increased intraventricular conduction time, loss of P 
waves, gross intraventricular conduction defects simu- 
lating right bundle-branch block, and eventually cardiac 
arrest. These changes are not constantly related to 
serum potassium levels and may return to normal after 
an injection of calcium, as demonstrated in 2 patients. 
No constant change in the pericardium, heart muscle, or 
coronary vessels was noted; it is therefore concluded 
that the toxic effect is on function rather than on 
structure. In one case electrocardiographic changes 
started when the serum potassium level was relatively 
low (7:7 mEq.) and progressed without further rise in 
potassium level. The electrocardiographic recerds of 
6 of the patients are discussed in detail. The authors 
emphasize the danger of giving potassium salts to 
patients with severe renal disease. 

J. Maclean Smith 
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1485. Treatment of So-called Palindromic Rheumatism 
with Gold Compounds : 

FE. W. BoLAND and N. E. HEADLEY. Annals of Rheumatic 
Diseases [Ann. rheum. Dis.] 8, 64-69, March, 1949. 
18 refs. 


The characteristics of palindromic rheumatism are 
detailed and 3 cases are described. After various other 
treatments had failed, gold was given in all 3 cases. 
Improvement was noticed after 2 to 3 months’ treatment, 
and remissions after 3 to 6 months. In view of this 
striking response to gold the authors consider that 
palindromic rheumatism is probably just another 
variant of rheumatoid arthritis, and the relation between 
these two conditions are discussed. 

D. P. Nicholson 


1486. Juvenile Rheumatoid Arthritis 
L. M. Lockxre and B. M. Norcross. Pediatrics 
[Pediatrics] 2, 694-698, Dec., 1948. 4 refs. 


The authors describe the course of 28 cases of rheu- 
matoid arthritis which began before the age of 12. In 
the 2 youngest patients the disease started at the age of 
12 months. The ratio of females to males was 2:5 to 1. 
In 10 cases there was a history of preceding respiratory 
infection and in 3 a history of preceding trauma. In 
23 out of the 28 cases there was only one well-defined 
period of activity, but in the other 5 there were 14 
distinct periods of activity. The authors state that the 
average duration of the disease was 4 years, but they 
were unable to give a true figure because in 3 patients it 
was still active at the time of writing, 2 after a period 
of 8 years. 

In discussing treatment they emphasize the importance 
of complete rest in bed with suitable physiotherapy and 
the usual supportive measures. They used gold in half 
the cases but were unable to assess its value. Of the 
28 patients 12 recovered completely, 6 had mild residual 
joint deformity, 5 moderate or severe residual deformity, 
2 died, and 3 still had active disease. R. S. Illingworth 


1487. A Variant of Rheumatoid Arthritis Characterized 
by Recurrent Digital Pad Nodules and Palmar Fasciitis, 
Closely Resembling Palindromic Rheumatism 

E.G. L. Bywaters. Annals of Rheumatic Diseases [Ann. 
rheum. Dis.]8, 1-30, March, 1949. 24 figs., bibliography. 


Rheumatoid arthritis is considered to represent a 
group of allied disorders ranging from true rheumatoid 
arthritis to intermittent hydrarthrosis. To demonstrate 
that a syndrome is a variant it is necessary to establish 
the existence of lesser and variable degrees of variation 
from type—that is, transitional forms. 

Three cases are described in detail, with clear repro- 
ductions of photographs of biopsy specimens, and 3 
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other cases are briefly surveyed. The essential features 
of the condition were the apparent similarity to inter- 
mittent hydrarthrosis in the early stages, effusion be- 
coming chronic later, and the presence of actual cutaneous 
nodules as well as subcutaneous ones. These cutaneous 
nodules were present in the pads of the fingers and 
lateral surfaces of the fingers, and over the elbows. On 
biopsy these nodules were seen to be of rheumatoid type, 
with minor variations in histology depending on their 
site. The appearance in some cases was related to 
pressure and trauma. In addition, in one case—the most 
extreme example of the variant—there were palmar 
fasciitis and swellings of the tendon sheaths. 

The author considers that this syndrome represents a 
true variant of rheumatoid arthritis, and that the cases 
described illustrate the variation in degree that may occur. 

[This article, though of some length, is well written 
and very interesting. It should be read in full by all 
interested in the subject.] D. P. Nicholson 


1488. The Hyaluronic Acid of Synovial Fluid in Rheuma- 
toid Arthritis 

C. RAGAN and K. Meyer. Journal of Clinical Investi- 
gation [J. clin. Invest.] 28, 56-59, Jan., 1949. 1 fig., 11 
refs. 


The authors investigated the synovial fluid obtained 
at necropsy from the knee-joints of 11 controls, and 35 
patients with rheumatoid arthritis. Hyaluronic acid 
concentration was measured by the method of Meyer 
(Physiol. Rev., 1947, 27, 335). Viscosity was determined 
by the method of Ragan (Proc. Soc. exp. Biol., N.Y., 
1946, 63, 572). The fluid was diluted with 0-85% saline. 
The exponential curve derived by plotting the logarithm 
of the viscosity of the synovial fluid, or of pure sodium 
hyaluronate, against the dilution is a straight line. There 
is thus a straight-line relation between log. viscosity and 
concentration of hyaluronic acid, and the ‘quotient 
derived from the division of these two factors is a con- 
stant, irrespective of the dilution of the synovial fluid by 
extracellular fluid. The increased viscosity of synovial 
fluid is due to hyaluronic acid, and the viscosity is an 
index of the polymerization at a given concentration: 
this quotient gives the mean polymerization of the 
hyaluronic acid present in a sample of fluid. 

The quotient was found to be less than 10 in the 35 
cases of rheumatoid arthritis and above 10 in the con- 
trols. It is said to bear a direct relation to the severity 
of the disease, as indicated by the criteria of general ill- 
ness and deformity. In 4 “ burnt-out” cases, with 
resultant deformity of long duration, the quotient was 
above 10, and in cases in remission or “* smouldering ”’, 
with few general signs, it was above 8-10. With 
quotients below this level patients showed fatigue, loss 
of weight, and fever. The concentration of hyaluronic 
acid was the same as in controls, but because of the 
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greater volume present in rheumatoid arthritis the total 
amount in this disease was greater. 

The authors conclude that the hyaluronic acid present 
in the synovial fluid in rheumatoid arthritis is less highly 
polymerized, and that this change is parallel to the 
changes in this mucopolysaccharide in the connective 
tissues of the remainder of the body. They regard this 
as a primary lesion in rheumatoid arthritis and, since 
hyaluronidase is lacking in the joint and synovial 
structures, regard the mechanism as a failure of synthesis. 

[No findings are given for infective conditions, other 
forms of arthritis, or joint trauma. The hyaluronic acid 
source is very problematic, the acid being possibly 
concerned with osmotic pressure and the defensive 
mechanism of joints, by which it may be formed. It is 
formed by capsules of streptococci. The amount varies 
from joint to joint, and with disease processes in joints.] 

L. B. Blomfield 


1489. Gold Therapy of Chronic Joint Disease. (Con- 
tributo alle conoscenze sulla crisoterapia delle atropatie 
croniche) 

A. Masturzo. Archivio di Patologia e Clinica Medica 
[Arch. Patol. Clin. med.| 27, 1-25, 1949. 4 figs., 25 refs. 


This work consists of 2 sections: (1) a statistical 


study of the results of gold therapy, based on treatment 
of 500 cases in 15 years and with special reference to 
the erythrocyte sedimentation rate (E.S.R.); (2) a study 
of the leucocytosis produced by the injection of gold 
salts into patients, fasting and at rest; before, and at 
hourly intervals for 12 hours after, the injection. 

The results are tabulated and graphed. In the cumu- 
lative graph obtained by plotting the percentage frequency 
of improved cases of rheumatoid arthritis against the 
initial E.S.R., the greatest improvement is seen in 
those with an E.S.R. of 100 to 110 mm. Westergren in 
24 hours. In the second section, the graphs have as 
abscissae the times of observation, and as ordinates the 
leucocyte count per c.mm. From the primary curve, a 
derivative curve and an integral curve were constructed. 
The primary curve reveals first a leucopenia and later a 
leucocytosis. Moreover the leucocytosis almost always 
occurs after the first injection but not if the dose is 
inadequate. 

In the data below, the term “ cure’ implies recovery 
of function, disappearance of pain, complete or almost 
complete return to normal appearance, and confirmation 
of return to normal by laboratory reports; ‘* improve- 
ment’”’ implies complete or partial freedom from pain 
with persistent though lessened limitation of function 
and some return to normal in the E.S.R. and other 
reactions. There was improvement in 50% of cases of 
rheumatoid arthritis, 23% of cases of “ vertebral 
brachialgia ’’, 40% of cases of spondylitis, 40% of cases 
of gout, 39% of cases of arthritis of the hip, 33-4% of 
cases of sciatica, and 27-4% of cases of scapulo-humeral 
periarthritis. The greatest percentage of cures occurred 
in scapulo-humeral periarthritis (24-7), and the lowest 
in spondylitis (6). The percentage of cure in rheuma- 
toid arthritis was 10. The greatest number of failures 
was obtained in cases of arthritis of the hip. In most 


cases improvement or cure took place in less than 1 year 
from the onset, while failure was recorded in most cases 
treated more than 5 years from the onset. Tables show 
the greater effect of large doses (100 to 200 mg.) and 
alternating doses. In most cases of improvement or 
cure the E.S.R. was high (approximately 100 mm, 
Westergren in 24 hours) at the commencement of treat- 
ment. A dose of 100 to 150 mg. of gold salt is required 
to affect the leucocyte count. Cases in which leuco- 
cytosis is induced respond more favourably to treatment, 
The total dose in each course of injections should be 
1 to 2 g. The leucocyte count after injection and the 
E.S.R. furnish data of value in assessing the probable 
value of gold therapy. F. Houston 


1490. Chronic Inflammatory Lesions of Skeletal Muscle 
in Rheumatoid Arthritis and in Other Diseases 

M. A. OGryzLo. Archives of Pathology [Arch. Path. 
46, 301-312, Oct., 1948. 14 figs., 14 refs. 


1491. An Analysis of 200 Cases of Ankylosing Spondylitis 
N. R. W. Stwpson and C. J. STEVENSON. British Medical 
Journal [Brit. med. J.] 1, 214-216, Feb. 5, 1949. 16 refs, 


In this paper is presented an analysis of 200 cases of 
ankylosing spondylitis, together with a review of some 
current ideas on the disease. The analysis has been pre- 
pared from hospital notes on cases admitted to the 
Royal National Hospital for Rheumatic Diseases, Bath, 
between 1938 and 1948, and although no addition to 
knowledge results it provides a useful confirmation of 
present views. One point which seems to emerge clearly 
is that ankylosing spondylitis and rheumatoid arthritis 
must still be regarded as separate diseases in spite of 
some modern American views to the contrary. The 
chief evidence for this is: the absence of nodules in 
every case of spondylitis; the fact that muscle biopsies 
in spondylitis have in no instance shown the changes 
characteristic of rheumatoid arthritis; the very different 
protein plasma values in the two syndromes; and the 
considerable differences in both the x-ray appearances 
and the permanent deformities. A further difference is 
perhaps provided by the generally accepted view that 
gold salts are of no value in the treatment of spondylitis 
of this type. W. S. C. Copeman 


1492. Ankylosing Spondylitis and Pregnancy 

C. Le R. STEINBERG. Annals of the Rheumatic Diseases 
[Ann. Rheum. Dis.] 7, 209-215, Dec., 1948. 7 figs., 
8 refs. 


Ankylosing spondylitis, although it affects the skeletal 
structure, is no hindrance to pregnancy. Instrumentation 
(low forceps) was used to effect delivery of one child out 
of four deliveries. The -other three deliveries were 
spontaneous and normal. Several reasons may exist 
for this situation. Ankylosing spondylitis is a self- 
arresting and mild disease, as a rule, in women. The 
disease may show retrogression during pregnancy... - 
Women in the child-bearing age are still young and have 
not had the disease long enough for it to complete its 
ravaging effects on the skeletal system.—[{Author’s 
summary.] 
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1493. Neurological Experience with Dihydroergotamine. 
(Neurologische Erfahrungen mit “* Dihydroergotamin ”’) 


_\V. A. KRrAv. Schweizer Archiv fiir Neurologie und 


Psychiatrie [Schweiz. Arch. Neurol. Psychiat.] 62, 128- 
150, 1948. 26 refs. 


Dihydroergotamine was tried by the author in 45 cases 
(15 cases of typical migraine, 4 cases of post-encephalitic 
disturbances, 5 cases of arterial hypertension with cerebral 
symptoms, 2 cases of Méniére’s syndrome, 3 cases of 
herpes zoster, 5 cases of ‘* vegetative neurosis ’’, 5 cases 
of psychoneurosis, 4 cases of psychosis); 17 of these 
cases are reported in detail. 

The results of this treatment were as follows. Attacks 
of migraine were stopped at once and could be prevented 
from coming on; pseudo-migrainous headaches were 
relieved by dihydroergotamine; some cases of psycho- 
neurosis benefited from the treatment; if ‘* bellafoline ”’ 
was added, the effect was increased. Anxiety states did 
not respond to this type of treatment. Acute cases of 
herpes zoster, but not chronic cases, could be influenced 
favourably by the drug. Arterial hypertension was 
reduced by dihydroergotamine, but the lower level of 
the blood pressure was not permanently maintained in 
all cases; if the pressure rose again, the previous level 
was not reached. Normal blood pressure was not 
lowered by this drug or only very little for a short time. 

The author concludes, that dihydroergotamine is 
useful in cases of increased irritability of the sympathetic 
component of the autonomic nervous system. 

F. K. Kessel 


1494. Relief of Symptoms Following Encephalography by 
Combined Premedication and Use of Oxygen 

C. J. KORNREICH. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 512-519, Nov., 
1948. 3 figs., 10 refs. 


The method of administering oxygen and barbiturates 
to relieve symptoms after air encephalography is well 
known. This article serves as a reminder that treatment 
is available for the symptoms which make air encephalo- 
graphy a very unpleasant experience for the patient, even 
though it remains a routine investigation for his physician. 

P. W. Nathan 


1495. Investigations on the Plantar Reflex in Healthy 
Subjects. (Untersuchungen iiber die Phanomenologie 
des Fussohlenreflexes beim Gesunden) 

F. MORGENTHALER. Schweizer Archiv fiir Neurologie 
und Psychiatrie [Schweiz. Arch. Neurol. Psychiat.| 62, 
199-218, 1948. 19 refs. 


In 200 healthy school-children the plantar reflexes 
were tested and the responses on the two sides were com- 
pared. It is concluded — these investigations that 

M—2A 


standard conditions are not necessary to obtain reliable 
results. Even in normal persons on rare occasions 
extension of the big toe may be observed, and also 
isolated fanning of the other toes. In no case, however, 
was the classical Babinski sign observed—extension of 
the big toe together with fanning of the other toes. In 
only 50% of all cases examined were the plantar responses 
completely equal on both sides. General reflex flexion 
of the whole limb, which is said normally to accompany 
the plantar reflex, was observed in one-third of all cases 
only. K. Kessel 


1496. Electroencephalographic Abnormalities in Patients 
with Generalized Neurodermatitis 

T. H. STERNBERG and G. D. BALDRIDGE. Journal of 
Investigative Dermatology [J. invest. Derm.] 11, 401-403, 
Dec., 1948. 3 figs., 11 refs. 


Twelve patients, 10 males and 2 females, with long- 
standing active generalized neurodermatitis were studied. 
None gave a history of any condition likely to affect the 
electroencephalogram, but in only 3 cases was the latter 
within normal limits; in 9 cases minimal to moderate 
cortical abnormalities were shown. In 7 there was a 
diffuse type of cortical abnormality; 2 indicated a lesion 
of the parietal cortex. When 4 patients were re-examined 
a month later, no change was found in the previous 
abnormalities. Control studies on unselected popula- 
tions have revealed a 10% incidence of abnormal electro- 
encephalograms and the authors believe that their 
findings indicate a correlation between neurodermatitis 
and abnormal brain waves. James Marshall 
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1497. The Histopathological Reaction of the Area 
Postrema. [In English] 
J. CAMMERMEYER and R. D. Apams. Acta Psychiatrica 


et Neurologica [Acta psychiat., Kbh.| 23, 205-229, 1948. 


14 figs., 16 refs. 


Although the anatomy of the area postrema has been 
studied, little has hitherto been written about its histology, 
pathology, and reactions to the different morbid pro- 
cesses which affect the central nervous system. The 
authors give a brief, but adequate, description of this 
region of the brain and point out the essential differences 
between it and other tissues of the brain. In short, the 
area postrema, situated in the dorso-lateral part of the 
medulla, is composed of a sinusoidal plexus in which 
are to be found numerous pigmented nerve cells con- 
taining melanin. It is covered by a single layer of 
flattened ependymal cells. The endothelium of the 
sinusoids is permeable to semi-colloid dyes, thus differing 
from the endothelium of the cerebral vessels. In infancy 
the nerve cells contain few Nissl granules and are small 
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and pale. They lie closely packed together in clusters, 
giving almost the appearance of acini. Melanin granules 
are scarce. In adult life there is an increase in the 
melanin content of the cells, and cytoplasmic lipochrome 
appears, increasing in amount with advancing age. 
Only a few nerve cells retain the acinar-like arrange- 
ment; most are scattered diffusely throughout the area 
postrema. Microglial cells are found just under the 
ependymal lining, but astrocytes are present only- in 
pathological states. A few mast cells are normally 
present, but these increase in number as a reaction to 
haemorrhage and infection. 

Many pathological conditions were studied in their 
relations to possible changes in the area postrema. In 
traumatic haemorrhage, petechial haemorrhages with 
subsequent necrosis may occur in this situation. Haemo- 
siderin is deposited in the area postrema in cases of 
ventricular and subarachnoid haemorrhage, though not 
as constantly as in the leptomeninges. In infections 
which produce an acute inflammatory exudate in the 
subarachnoid space a similar reaction is found in the 
area postrema, with in addition a large increase in the 
number of mast cells. In cases of tuberculous menin- 
gitis, many tubercles can be found in the area. The 
characteristic syphilitic change of granular ependymitis, 
however, does not occur in the ependyma of the area 
postrema. In two cases tumours of the fourth ventricle 
were seen in the sections examined, but these did not 
extend into the area postrema. 

[The article is illustrated by many excellent photo- 
micrographs. ] Ruby O. Stern 


1498. Problems of Localization of Function in the Cere- 
bral Cortex in the Light of New Data on Internuncial 
Paths. (IIpo6mema B KOpe 
MOSra B CBET€ HEKOTOPLIX HOBbIX O 
CBA38AX) 

S. A. Sarxisov. Hesponaronorua u 
[Nevropat. Psikhiat.] 17, No. 4, 7-16, 1948. 6 figs. 


[Sarkisov was director of the Moscow Brain Institute 
before his election as Secretary of the Medical Academy 
of the U.S.S.R. He is known personally in England, 
having spent several years there during the last war as 
representative of the Soviet Red Cross. His present 
paper was read at the third All-Union Congress of 
Psychiatrists and Neuropathologists. In it he discusses 
the present position as regards the localization of function 
and the structure of dendritic and neuronal elements in 
the cerebral cortex.] 

Internuncial connexions, comprising collaterals and 
intercalated neurons, are found in varying numbers in 
the different layers of the cortex. They are denser and 
more numerous in the superficial layers. This is in 
accord with the previously published statements of 
Filimonov and Poliakov who believe that the superficial 
layers are phylogenetically more recent formations than 
the deeper ones. The author and his co-workers found 
that the internuncial pathways vary greatly in length 
and travel not only parallel to the surface and down- 
wards but also in a definitely ascending direction. The 
author feels that the abundance and complexity of these 


internuncial fibres militate against the validity of some 
current views on the functional subdivision of the cortex 
into afferent, associational, and efferent areas. 

He deals also with the results of his observations of 
dendrites and dendritic spines. The latter have already 
been described by Golgi and Ramon y Cajal and many 
later workers. Their functional significance, however, 
remains in dispute. They vary in size and form and 


are consistently more numerous in the cortex than any- . 


where else in the central nervous system. They first 
appear in the 8-month-old foetus in the- precentral and 
postcentral areas and in layer V, the large pyramidal 
layer. They remain very labile and begin to show 
degenerative changes half an hour after ligation of the 
carotids. Similar changes are found after section of the 
cortex and lobotomy. The author argues in favour of 
the view that these spines serve as functioning links in 
the receptor apparatus of the brain. L. Crome 


1499. Modern Views.on Synapses in Relation to Neuro- 
pathology. (CoppemeHHoe yueHHe cCHHalcax B 
MaTONOrHH HEPBHOH CHCTeEMBI) 

N. I. GRASHCHENKOV. Hesponatronorua u [Icuxua- 
tpusa [Nevropat. Psikhiat.] 17, No. 4, 17-26, 1948. 


This paper on the part played by synapses in the 
pathogenesis of some neurological conditions was read 
at the third All-Union Congress of Psychiatrists and 
Neuropathologists of the U.S.S.R. The author began 
his study of synapses in 1938 with observations on the 
sympathetic nerve endings in the skin. He continued 
with the study of synapses in relation to the neostigmine 
treatment of myasthenia. Perelman (1942) described 
the effects of “* proserine ’”’ (Soviet neostigmine) in the 
treatment of residual paralysis and sensory disturbances 
after gunshot wounds of the brain, and Ratner (1942) 
studied the effects of proserine in acute brain and spine 
injury. As the result of this and subsequent work the 
author formulated his conception of asynapsia, which 
he defines as functional neuronal disturbance arising 
from synaptic dysfunction in a zone at the periphery of 
a manifest organic lesion. The synaptic dysfunction 
may also take the form of hypersynapsia or hypo- 
synapsia. Work was extended by the author and his 
team of co-workers to the study of tick-borne and 
mosquito-borne encephalitis in Manchuria. Neostig- 
mine was found to be of therapeutic value in some of 
these conditions and this fact is, in the opinion of the 
author, evidence that synaptic dysfunction is concerned 
in their pathogenesis. 

In some cases of brain injury « and 8 waves com- 
pletely disappear from the electroencephalogram. A 
few weeks later new waves of great amplitude and 
frequency make their appearance in these cases. The 
new waves probably represent release currents of sub- 
cortical origin recorded in the absence of cortical waves. 
If at this stage neostigmine is given in 1 ml. doses of 
1 in 1,000 solution subcutaneously, the rhythm of the 
electroencephalogram returns to normal and « and 8 
waves reappear. 

- The author considers that in certain conditions the 
state of hypersynapsia may alternate with that of hypo- 
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synapsia, and illustrates this by reference to the clinical 
picture of such conditions as traumatic epilepsy and 
post-encephalitic Parkinsonism. L. Crome 


See also Section Anatomy and Cytology, Abstract 
1068. 


1500. Spinal Subdural Abscess 

H. FREEDMAN and B. J. ALPers. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 
49-60, July, 1948. 5 figs., 12 refs. 


Two cases of subdural spinal abscess are described, 
with post-mortem reports. In each case a pneumonia 
appeared to be the primary focus of infection. The 
clinical picture was similar to that found in epidural 
spinal abscesses, severe pain in the back during the 
course of, or as a sequel to, an acute inflammatory 
disease being followed by signs of progressive involve- 
ment of the spinal cord and accompanied by manometric 
evidence of spinal block. At necropsy no epidural pus 
was found but there-was thickening and infiltration of 
the dura with subdural abscess formation, in one case 
extending from the cervical cord to the cauda equina 
and being subacute in type. There was no deformity of 
the spinal cord and the authors consider that the neuro- 
logical Jesions are secondary to circulatory disturbances 
resulting from involvement of the spinal blood vessels 
in the inflammatory process. J. W. Aldren Turner 


1501. The Aphasia of Polyglots. (Uber die Aphasie 
der Mehrsprachigen) 

A. LEISCHNER. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 180, 731-775, 
1948. 25 refs. ; 


The ability to learn and speak several languages 
depends anatomically on the development and functional 
integration of the posterior parts of the left second and 
third temporal convolutions and the neighbouring parts 
of the parietal lobe. The author reviews 26 cases of 
aphasia in polyglots reported in the literature, and 
describes 3 cases of his own. Cerebral vascular lesions 
situated in the left temporo-parietal region led to various 
aphasic disorders of speech. In one case polyglottic 
paragraphia was seen in which German and Czech were 
used simultaneously in writing. In another patient, who 
had spoken German and Czech since childhood, use of 
both languages was only slightly affected, but there was 
a complete inability to change the conversation from one 
to the other, and during certain periods the patient 
automatically used one language only, although those 
who attended him could follow the other language much 
better. In the third case of aphasia the patient lost the 
ability to understand languages learnt at school, such as 
Greek, Latin, French, and English, whereas his native 
tongue was less affected. The author doubts, however, 
Whether the rule that in aphasics recently acquired 
languages are lost first can always be applied, and whether 
the ability to use several languages can be localized in the 
parietal areas along the posterior border of the Sylvian 
fissure, as postulated by Pétzl. The analysis of his cases 
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indicates that in polyglots, as well as in monoglots, the 
temporal speech centre serves for storing word symbols, 
and the parietal areas are only concerned with the control, 
substitution, and interchange of word symbols acquired 
in various languages by polyglots. J. T. Leyberg 


1502. Histamine and Antihistamine Treatment of Head- 
ache Patients, with Special Reference to the Therapeutic 
Action of Histamine. [In English] 

O. EsMaRCH. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] 23, 235-245, 1948. 12 refs. 


Of the 16 patients who received desensitizing treatment 
with histamine for the relief of persistent headache, 14 
suffered from neurasthenia, one gave a history of head 
injury, and one was subject to attacks of migraine, 
bronchial asthma, and tonsillitis. A solution of hista- 
mine dihydrochloride containing 25 mg. per 100 ml. 
was administered subcutaneously for a period of 22 days, 
the initial dose of 0-05 mg. twice daily being gradually 
increased until a single daily dose of 0-5 mg. was reached. 
In one: patient histamine desensitization aggravated the 
headache, in 3 there was no improvement, in 7 there was 
relief of symptoms, and in 5 there was a marked improve- 
ment. In 4 of the 7 patients who were free from 
symptoms at the termination of treatment headache 
returned after an interval of a month. The best results 
were obtained in patients whose headaches had not been 
of long duration. Though an element of suggestion 
cannot be entirely excluded, the author is of the opinion 
that treatment by repeated injection of histamine is of 
value in cases of intractable headache. 

In the expectation that patients whose headache 
responded favourably to desensitization with histamine 
would also derive benefit from antihistamine preparations, 
18 women and 2 men suffering from headache were 
treated with tablets of “‘ amidryl” (‘‘ benadryl”) in 
doses of 50 mg. three times a day. [The duration of the 
treatment is not stated.] Two patients derived benefit, 


_ in 2 the effect was uncertain, and in the remaining 16 


treatment was without effect. These negative results 
with synthetic antihistamine drugs do little to explain 
the beneficial effect of histamine treatment. Though 
allergic mechanisms cannot be excluded, the author is 
inclined to believe that histamine injections exert a 
favourable influence on headache through a massive 
mechanical effect on the intracranial vessels. 
R. M. Stewart 


1503. Structural Analysis of Cases of Cerebral Lesions. 
(5th Report.) Motor Aphasia. (Strukturanalysen hirn- 
pathologischer Fille. (V. -Mitteilung) Uber die Bro- 
ca’sche motorische Aphasie) 

K. Conrap. Deutsche Zeitschrift fiir Nervenheilkunde 
[Dtsch. Z. Nervenheilk.] 159, 132-187, 1948. 20 figs. 


This is one of the extensive studies on structural 
analysis of cerebral pathology undertaken by the author. 
A series of 51 cases of motor aphasia due to vascular 
and traumatic lesions were investigated. The speech 
disorder passes through certain phases and there is 
always a tendency towards restitution. The most severe 
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phase—the total loss of speech—is seen only in recent 
cases and should be attributed to neuronal diaschisis. 
This is shortly followed by the “‘ asyntactical phase ”’ in 
which the patients utter unintelligible words; the next 
phase in restitution of speech is the syntactical phase 
eventually followed by the dysdiaphoric phase”’. 
Whether the process of restitution will ever reach the 
last two phases depends on the localization and severity 
of the lesion. The author compares these phases to the 
various stages in the development of normal speech and 
considers each phase of aphasia as representing a 
different level of regression. The motor aphasia cannot 
be attributed to lesions localized in Broca’s area only. 
The whole motor region (area 4 and 6) plays an impor- 
tant part in normal speech. From his analysis the 
author comes to the conclusion that motor aphasia may 
occur in lesions situated in the left motor area, but its 
severity and the failure of restitution depend on the 
nearness of the lesion to the Sylvian fissure. Aphasia of 
similar severity can be produced by an extensive lesion 
in the motor area or a small frontal lesion near the 
Sylvian fissure. The nearer the lesion lies to Broca’s 
area the more pronounced is the aphasia. Only with 
this in mind can Broca’s area be described as a ‘* motor- 
speech centre’’. Knowledge of the various phases of 
aphasia is important when clinical rehabilitation of 
speech is being undertaken. J. T. Leyberg 


1504. Structural Analysis of Cases of Cerebral Lesions, 
(6th Report). Transcortical Aphasia. (Strukturanalysen 
hirnpathologischer Fille. (VI. Mitteilung) Zum Prob- 
lem der Leitungsaphasie) 

K. Conrap. Deutsche Zeitschrift fiir Nervenheilkunde 
[Dtsch. Z. Nervenheilk,| 159, 188-228, 1948. 


This is a further contribution to the structural analysis 
of various forms of aphasia recently reported by the 
author. Transcortical aphasia (Head’s syntactical 
aphasia; Goldstein’s central aphasia) has been attributed 


to the interruption of association fibres between the | 


motor and sensory speech areas. Although the ability 
to speak and to understand spoken words is preserved, 
there is a marked tendency to paraphasia with jargon- 
speech, asyntactical formation of sentences, and dis- 
order in repeating words. A case of this type of aphasia 
is described and the speech disorder is discussed. The 
author further develops his dynamic theory of speech 
disorders in which he differentiates the protopathic 
and epicritic components of speech. In this form of 
aphasia he attributes the asyntactical and ungram- 
matical type of speech to the loss of higher epicritic 
cortical functions. J. T. Leyberg 


1505. Studies of Cerebral Thrombo-angiitis Obliterans. 
(Studien zur cerebralen Thrombangiitis obliterans) 

J. E. Meyer. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 180, 647-680, 1948. 
12 figs., 54 refs. 


This interesting paper gives detailed histological and 
clinical descriptions of 19 cases of cerebral thrombo- 
angiitis obliterans and discusses the question whether a 


cerebral form of Buerger’s disease can be postulated, 
Although the symptomatology of these cases varied, the 
histological findings were strikingly uniform, and the 
author has no doubt that thrombo-angiitis obliterans 
exists as a specific disease of cerebral vessels that is more 
common than is generally recognized. The cases 
described included 12 in males and 7 in females between 
40 and 60 years of age. There were only 2 patients 
under 40, and in both cases there was evidence of a 
similar disease in other members of the family. In the 
rest the family history was without any significance, 
The clinical syndrome was predominantly one of gradu- 
ally progressing organic dementia, and most of the cases 
were diagnosed as of presenile dementia, Pick’s disease, 
arteriosclerosis, epilepsy, or cerebral tumour. In a few 
cases the onset resembled an acute schizophrenia, 
maniacal confusion, or cerebral seizure. In 3 cases only 
was the correct diagnosis established during the life of 
the patient. 

At necropsy the macroscopical changes found 
in the brain may be few but they are always significant. 
There was frequently some milky opalescence of the 
meninges over the convexity, with widely spread cortical 
atrophy and scattered areas of softening of the cortex. 
The basal ganglia were as a rule unaffected; this is 
important in differentiating the condition from arterio- 
sclerosis, which seldom spares this part of the brain. 
Microscopically there was evidence of various stages of 
occlusion by thrombosis of smaller vessels without any 
inflammatory infiltration. The proliferation of the 
intima with the formation of thrombi was not accom- 
panied by diapedesis and haemorrhages as seen in 
arteriosclerosis. The thrombi were of different sizes 
and in various stages of organization, giving the cortex 
an appearance of scarification. This was particularly 
noticeable in the cerebellar cortex, in which all the stages 
of thrombo-angiitis could clearly be followed. There 
were no similar changes in the other arteries, and none 
of the patients suffered from the peripheral form of 
Buerger’s disease. Though it is still difficult to correlate 
all the clinical signs with the pathological findings, the 
author concludes that his cases support the original 
views of Spatz and Lindenberg on the existence of a 
cerebral form of Buerger’s disease. J. T. Leyberg 


See also Sections Venereal Diseases, Abstract, 1470; 
Infectious Diseases, Abstract 1537. 


1506. Encephalopathia Posticterica Infantum. 

A. PENTSCHEW. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.| 180, 118-201, 
1948. 2 figs., bibliography. 


Encephalopathia posticterica infantum is the author’s 
name for kernicterus, and he gives an account of the 
disorder based on 18 cases seen by him. The disease is 
characterized mainly by dystonia, incoordination, dys- 
metria, and hyperkinesia. The child may be unable to 


stand, walk, or sit; its speech is always affected. In-— 


voluntary movements are either athetotic or choreic; 
torsion spasm may develop. Hyperidrosis may be 
present. Neurological signs usually regress throughout 
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life; epilepsy isabsent. Post mortem, maximum changes 
are found in Ammon’s horn, the corpus subthalamicum, 
the globus pallidus, the corpus striatum, and the nucleus 
dentatus. The author considers that these changes are 
due to hypoxia. P. W. Nathan 


1507. Brain Damage in Icterus Neonatorum. (Uber die 
Hirnschaden bei Icterus neonatorum gravis (Kernikterus)) 
H. Jacos. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 180, 1-22, 1948. 
40 refs. 


This is a report of the histological findings in 2 cases of 
kernicterus. The author believes that in this disorder 
cells which have previously been damaged by ischaemia 
are affected, and that such cells take up the bile pigment 
while they are still living. P. W. Nathan 


PERIPHERAL NERVOUS SYSTEM 


1508. Vasomotor Regulation in Peripheral Nerve Palsies. 
(Untersuchungen zur Frage der Vasomotorenregulation 


bei peripheren Lahmungen) 


F. DUENSING and W. WARNECKE. Deutsche Zeitschrift 
fiir Nervenheilkunde { Dtsch. Z. Nervenheilk.| 159, 97-131, 
1948. 14 figs., 18 refs. 


In areas of the skin rendered anaesthetic by peripheral 
nerve palsies subcutaneous temperatures were measured 
by thermo-electrical methods and the findings were com- 
pared with those in the normal contralateral limb. 
Direct application of cold and heat led to a much sharper 
fall and rise in temperature in the denervated regions of 
the skin than in the normal limb. Injections of hista- 
mine and adrenaline respectively indicated that the 
** denervated vessels’? were more susceptible than were 
vessels in the normal limb. Reflex vasodilatation of 
limbs, with a complete severing of the sciatic nerve by 
injury, was produced by application of heat to the skin 
of the thorax. This 1eflex, however, occurred later and 
lasted longer in the paralysed leg. The authors conclude 
that the autonomic vasomotor nerves situated in the 
wall of the vessels remain intact despite a peripheral 
nerve injury. The cooling of the paralysed limb is due 
to the increased sensitivity of the autonomic terminal 
reticulum to the temperature of the atmosphere. 

J. T. Leyberg 


1509. Electrodiagnosis of Lesions of Peripheral Nerves 
in Man 

L. J. Pottockx, J. G. GorsetH, F. MAyFiELb, A. J. 
ArieFF, and Y. T. Oester. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 1-19, 
July, 1948. 2 figs., 7 refs. 


The authors have published several previous papers 
on their methods of electrodiagnosis of peripheral nerve 
injuries, and the purpose of the present communication 
is to correlate the results of electrodiagnosis as practised 
by them with the actual type and degree of nerve injury. 
For the assessment of the latter, careful clinical examina- 
tion at varying intervals, electromyographic studies, 
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direct stimulation of the nerve at operation, macro- 
scopical appearance of the nerve at operation, and histo- 
logical study of resected portions of injured nerves have 
been utilized in appropriate cases. 

The authors find on analysing a selected series of cases 
of varying types of nerve lesions that the conclusions 
arrived at by electrodiagnostic methods were confirmed 
in: (1) 100% of cases of.degenerating complete lesions; 
(2) 100% of cases of denervation after a complete 
lesion; (3) 92% of cases of regenerating complete 
lesions; (4) 95% of cases in which maturation has 
occurred; and (5) 83% of cases of unsatisfactory re- 
innervation, including spontaneous regeneration. 

[This paper and the authors’ previous publications 
should be consulted for details of the methods of electro- 
diagnosis employed.] J. W. Aldren Turner 


1510. Neuritis and Polyneuritis after Typhoid—Para- 
typhoid Vaccination. A Further Contribution to the 
Subject of Allergy and the Nervous System. (Neuritis 
und Polyneuritis nach Typhus—Paratyphus—Schutzimpf- 
ung. Ein weiterer Beitrag zum Thema: “ Allergie 
und Nervensystem ”’) 

A. BANNWARTH. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 180, 531-568, 
1948. 40 refs. 


This is a description of 8 cases in which peripheral 
nerves were affected by typhoid—paratyphoid vaccination. 
In 3 patients there was acute neuritis of the braghial 
plexus; in 2 cases bilateral polyneuritis of the lumbo- 
sacral plexus; and the remaining 3 patients had a typical 
polyneuritis of the Guillain-Barré type. In most cases 
neurological signs appeared shortly after the second or 
third vaccination. The author discusses at length the 
cases of polyradiculoneuritis with a high rise in the protein 
content in the cerebrospinal fluid (Guillain-Barré 
syndrome) and the part played by vaccination in its 
aetiology. He believes that these cases should be 
regarded as allergic manifestations similar to polyneuritic 
conditions seen in serum sickness or the rheumatic 
diseases. The allergy in his cases is attributed to foreign 
proteins contained in the vaccines. The histology of 
post-vaccination polyneuritis is one of “* serous inflamma- 
tion ’’ which is consistent with the findings in the cerebro- 
spinal fluid. In accordance with these considerations 
the treatment adopted was the same as in other allergic 
rheumatic disorders—namely, salicylates combined with 
massage and exercises. In all cases complete recovery 
ensued. J. T. Leyberg 


OTHER NERVOUS DISEASES 


1511. Mbesantoin (Methylphenylethyl Hydantoin) in 
Treatment of Epilepsy in a State Hospital 

D. B. Ruskin. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 484-497, Nov., 
1948. 2 figs., 30 refs. 


This-is a report of the administration of “‘ mesantoin ”’ 
(methylphenylethyl hydantoin) to 26 epileptics in an 
institution. By this means the frequency of attacks was 
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reduced in half these patients. The drug was found to 
be often effective when used in combination with diphenyl 
hydantoin, even though either alone had been ineffective. 
It did not cause hypertrophy and bleeding of the gums, 
and the commonest toxic manifestation was drowsiness. 
The drug also caused dizziness and muscular inco- 
ordination and ataxia. Treatment should be started 
with a maximum dose of 0-1 g- P. W. Nathan 


1512. Potassium Permanganate in the Treatment of 
Status Epilepticus. B 
Tepanuxu status epilepticus) 

N. I. Repimn, Hesponaronorun u_ 
[Nevropat. Psikhiat.] 17, No. 2, 67, 1948. 


The author describes a treatment of status epilepticus 
evolved as the result of 8 years’ study of the biochemical 
changes in epilepsy, involving 600 cases. The alkali 
reserve, DH of the blood, carbohydrate, protein, and salt 
metabolism, and blood sugar were thoroughly investi- 
gated. Out of the 600 cases, about 30 cases of status 
epilepticus were encountered, in which notable results 
were obtained by intravenous injections of 20 ml. of 
0-1% solution of potassium permanganate. This treat- 
ment invariably resulted in the recovery of the patient, 
often in 5 to 10 minutes. 

He explains these remarkable results on the working 
hypothesis that in status epilepticus there is an accumu- 
lation of the products of metabolism, many of them the 
products of incomplete oxidation in the tissues, which 
have a toxic effect on the organism and prolong the 
epileptic state. The permanganate solution, he thinks, 
acts in one or both of two ways; the distilled water in 
it exerts a haemolytic effect which causes dispersion of 
colloids both of the plasma and of the formed elements 
of the blood, while the permanganate plays the impor- 
tant part of supplying oxygen which is adsorbed on to 
the erythrocytes and thus facilitates oxidation processes; 
alternatively, the ions of manganese may be so adsorbed 
and act as a catalyst. Whatever the theoretical grounds, 
he claims that the therapeutic effect remains indisputable. 

L. Firman-Edwards 


1513. Intravenous Insulin as a Method to Produce Ab- 
— ~ Electro-encephalograms in Epileptics. [In Eng- 
is 

H. Hertz and M. H. Wutrr. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 23, 257-260, 1948. 
13 refs. 


It is known that not all cases of epilepsy are associated 
with typical encephalographic changes and that patients 
who do not suffer clinically from epilepsy may yet have 
electroencephalograms typical of epilepsy. At the inter- 


national electroencephalographic congress he!d in 
London in 1947, Baisset, Bugnard, ef al. stated that 
giving insulin intravenously, in a dose sufficient to pro- 
voke in 20 minutes a fall in blood-sugar level below 
0-50 mg. per 100 ml., did not affect the records of normal 
individuals within 30 minutes, but produced typical 
changes in the electroencephalograms of epileptics. 


Using this method, the present authors obtained results 
which were disappointing. Out of 11 patients with 
definite epileptic fits, the electroencephalograms of 4 
remained normal after insulin medication; on the other 
hand, out of 18 normal individuals, the electroencephalo- 
grams of 5 showed regular bursts of slow waves after 
similar medication. It would appear, therefore, that in 
its present form the insulin method is not capable of 
making manifest electroencephalographic abnormalities 
in epileptics, who under ordinary conditions have records 
within normal limits. R. M. Stewart 


1514. Calcifying Epileptogenic Lesions. Hemangioma 
Calcificans; Report of a Case 

W. PENFIELD and A. WarbD. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 20-36, 
July, 1948. 12 figs., 13 refs. 


In 6 years the authors have encountered 12 patients 
who suffered from epileptic seizures and in whom there 
was calcification in the temporal lobe. In 2 the con- 
dition was thought to be a tuberculoma, though this 
diagnosis was not confirmed operatively; of the re- 
maining 10, 2 had traumatic calcified intracerebral 
haematomata, 2 had a racemose haemangioma, | an 
arachnoid bony plaque, and the remaining 5 a lesion 
which the authors have called haemangioma calcificans, 
This differs both from the serpentine venous angiomata 
and from the arterio-venous aneurysms. It consists of 
large and small vessels of irregular shape; the vessel 
walls are usually thin but may be thickened by hyaline 
transformation. The intravascular stroma is composed 
of degenerating cerebral tissue with replacement by 
neuroglial and occasional connective tissue. The 
lesions are basically composed of vessels resembling 
veins, interspersed capillaries, and occasional atypical 
arterioles. In 4 cases the haemangioma calcificans was 
successfully removed at operation but in the fifth case 
the haemangioma was found at necropsy in a woman 
who had had epileptic seizures for 30 years and who died 
in status epilepticus. J. W. Aldren Turner 


1515. Changes in Muscle Tone in Progressive Muscular 
Dystrophy, and its Treatment by Malaria Therapy. [La 
modification du tonus musculaire dans la dystrophie 
musculaire progressive et son traitement par la malaria- 
thérapie) 

A. RoTTMANN. Acta Medica Scandinavica [Acta med. 
scand.| 132, 64-68, 1948. 9 refs. 


In 4 cases of progressive muscular dystrophy there 
was clinical improvement after malarial therapy. Five 
ml. of malarial blood was injected subcutaneously and 
after 8 to 9 bouts of pyrexia the attacks were arrested by 
quinine. Ultraviolet irradiation and graduated exer- 
cises were used during convalescence. The hydrostatic 
pressure in the muscles—recorded by Henderson’s 
method—rose from 30 to 60 mm. (normal 70) for over 
4 months. E. T. Ruston 


See also Section Pathology, Abstract 1210. 


1: 
(E 
CI 
is 
M 
[A 
in 
fr 
of 
in 
th 
as 
th 
In 
th 
a| 
fre 
an 
re’ 
12 
tai 
ad 
of 
sti 
mi 
15 
Ch 
LJ. 
Six 
pre 
we 
of 
cas 
(S, 
bu 
dis 
Th 
or 
no! 
onl 
an 
Psy 
I 
abr 
lesi 
se 


Psychiatry 


1516. Influence of Blood from Manic-Depressive Patients 
on the Tiirck Reflexes of the Suprarenalectomized Rabbit. 
KpOBH OO/bHEIX 
CHBHBIM TICHXO30M Ha TIOPKOBCKHeE y 
C 

M. Y. PotyAKova. Hesponatonorua u Ticuxuatpua 
[Nevropat. Psikhiat.] 17, No. 2, 57-61, 1948. 6 figs. 


The author has studied the effect of subcutaneous 
injections of 1 ml. of the blood of patients suffering 
from manic-depressive psychosis on the Tiirck reflexes 
of intact and adrenalectomized frogs. She finds that 
in the intact frog injection of the blood of a patient in 
the depressive phase lowers the sensitivity of the reflex, 
as is shown by the prolongation of the reaction time; in 
the frog deprived of adrenals the reflex is more brisk. 
Injection of adrenaline now prolongs the reaction time, 
that is, lowers sensitivity. The results with blood from 
a patient in the manic phase are different; on the normal 
frog it produces no effect, while in the adrenalectomized 
animal reactivity is at first lowered and then slowly 
returns to normal after repeated oscillations after 10 to 
12 minutes. ; 

It is concluded that the blood of these patients con- 
tains a substance capable of stimulating the production of 
adrenaline. Results do not, however, permit correlation 
of the development of the cyclothymic state or con- 
stitution with the presence of such a substance. 

[This article suggests a promising line of research in 
manic-depressive conditions. ] L. Firman-Edwards 


1517. Electroencephalography in Behavior Problem 
Children 


C. A. MILLER and M. A. LENNOox. Journal of Pediatrics 


[J. Pediat.] 33, 753-760, Dec., 1948. 2 figs., 17 refs. 


Electroencephalographic records were taken with a 
six-channel instrument and unipolar leads from 160 
problem children and 373 normal children. The results 
were classified on the Gibbs scale. Of the problem group 
35% gave abnormal recordings, as compared with 10% 
of the normal group. In about half of the abnormal 
cases the abnormality was moderate and non-specific 
(S, or F,); in 7 cases the abnormality was pronounced 
but still not specific (S. or F,); 9 patients showed focal 
disturbances; and one gave wave and spike formations. 
There was no indication that the electroencephalographic 
or behaviour disturbances were due to cryptic epilepsy, 
nor was there any correlation with family history. The 
only correlations were with personal history of trauma, 
and with neurological signs and “ organic” signs on 
psychological examination. 

It is suggested that an _ electroencephalographic 
abnormality in such cases indicates an organic brain 
lesion, which, however, thay not bear any direct 
specific relation to the behaviour disturbance. 

W. Grey Walter 


1518. The Blood Histamine Level after ‘“* Sympatol ” 
Injection in Psychopathy and Disturbances of the Auto- 
nomic Nervous System. (Sympatol-Histaminamie bei 
Psychopathie und vegetativer Stérung) 

H. Straus and H. Baur. Schweizerische Medizinische 
Wochenschrift {Schweiz. med. Wschr.] 78, 1249-1251, 
Dec. 24, 1948. 2 figs., 9 refs, 


This is the sixth contribution to a series of articles on 
the adrenaline—-histamine balance. Working in the 
University of Basle, the authors investigated the effect of 
an intravenous injection of “* sympatol ” (an adrenaline- 
like substance) on the blood level of. histamine, as shown 
by its effect on the isolated intestine of the guinea-pig. 


Two groups of patients were investigated—S1 with ° 


organic disorders, and 47 with various psychopathies, 
psychoses, and psychoneuroses. There was a signifi- 
cantly higher proportion of cases in which a high hista- 
mine blood level was produced in the first group as 
compared with the second group. The possible 
implications are discussed. G. S. Crockett 


1519. The State Mental Hospital as a Specialized 
Community Experience 
J. F. BATEMAN and H. W. DUNHAM. American Journal 
of Psychiatry [Amer. J. Psychiat.) 105, 445-448, Dec., 
1948. 


1519 (a). Problems in Attitude Therapy in a Mental 
Hospital 

E. C. ADAMs. American Journal of Psychiatry [Amer. J. 
Psychiat.] 105, 456-461, Dec., 1948. 30 refs. 


These two papers, appearing almost side by side, are 
complementary. In the former the authors point out 
that the State mental hospitals are communities in which 
the “culture’’ is positively inimical to the patient’s 
recovery. ‘* For example, at the attendant level, where 
the real control of the patients is lodged, there have 
emerged all sorts of physical practices, work devices, and 
rigid ethical schemes which operate to discourage any 


recovery tendencies that patients may manifest. The 


chief aim of this attendant culture is to bring about the 
control of patients . . . irrespective of patient welfare.” 
They draw attention [in a way that does not permit 
abstraction] to the many factors which impede recovery, 
and to the difficulties encountered in changing them. 

In the second paper the author describes a system of 
prescribing to members of the staff of the Menninger 
Sanitarium the attitude to be adopted towards each 
individual patient. The system has been developed over 
18 years. A booklet is issued to all personnel of the 
hospital defining certain attitudes which may be adopted 
in all forms of contact with a patient, such as firm kind- 
ness, unsolicited love, praise, earned love, and so on. 
After assessment of the case the attitude to be taken by 
all who have contact with the patient is prescribed with 
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other orders; it may later be changed. Thus“. . . when 
an attitude of ‘ firm kindness ’ is ordered for a depressed 
patient, all the personnel know immediately that assum- 
ing such an attitude is for the purpose of helping the 
patient expiate his irrational guilt feelings. This order 
indicates they are to insist that he carry out all tasks no 
matter how much he may complain, in order to enable 
him to externalise his aggression instead of heaping it all 
on himself.” 

These papers emphasize the fact that psychiatric 
patients in hospital may be far more influenced by the 
attitudes of junior staff than by the physicians, that this 
influence is often harmful, but that it may be used in a 


way to co-ordinate with the patient’s needs and the — 


physician’s intentions. Elliott Emanuel 


1520. Juvenile Progressive Paresis, with Special Refer- 
ence to Discrepancies Between Clinical Picture and Find- 
ings in the Cerebrospinal Fluid. (O juvenilni progresivni 
paralyse, zvla8té o nesrovnalostech mezi klinickym 
obrazem a nalezem likvorologickym) 

J. APETAUR, J. Prokop, and O. SKALIcKOVA. Neurologie 
a Psychiatrie Ceskoslovenskad (Neurol. Psychiat. él.] 
11, 189-209, Dec., 1948. 12 refs. 


The authors describe the clinical features and findings 
in cerebrospinal fluid (C.S.F.) in a number of selected 
cases of juvenile progressive paresis treated in their clinic 
at Prague. They divided the cases into 3 groups: those 
in which both the clinical and C.S.F. findings were typical, 
those in which only the fluid was characteristic of the 
disease, and those in which neither the findings in the 
C.S.F. nor the clinical picture was typical and the 
diagnosis was doubtful. They conclude that in juvenile 
progressive paresis a typical clinical picture does not 
exist and that the variations in the different forms depend 
on factors such as previous personality, age of the 
patient, and severity of the infection. The C.S.F. 
findings are of great diagnostic importance. The 
clinical picture on the other hand is rather complicated, 
owing to the fact that it is due to a combination of 
developmental anomalies, caused by congenital syphilis, 
and pathological processes in the central nervous system, 
developing at a later stage. But even the C.S.F. findings 
are not always constant and the colloidal curve is 
sometimes more of a luetic character. 

Penicillin does not seem to have much effect on the 
course of the disease. The explanation offered by the 
authors is that the disease involves the nervous system 
from early childhood, whereas general paresis in the 
adult involves a normally developed brain, in which 
compensation occurs more readily after the pathological 
process has been halted by treatment. S. Sacher 


1521. The Nature and Function of Phantasy 
S. Isaacs. International Journal of Psycho-Analysis [Int. 
J. Psycho-Anal.| 29, 73-97, 1948. 34 refs. 


The concept of phantasy has considerably widened in 
psycho-analytical thought and an attempt is made in 
this paper to describe its meaning and to discuss the part 
Phantasy is defined as 


phantasy plays in mental life. 


** the primary content of unconscious mental processes ”; 
it can be best studied by direct methods of observation of 
human behaviour, especially by noting the context of 
play and social behaviour of children. Analytical 
studies of the genetic continuity of mental life, and the 
insight gained by direct analytical methods, have greatly 
contributed to the understanding of the various functions 
of phantasy. 

Phantasies are at first entirely unconscious and repre- 
sent instinctual aims towards objects, but they soon 
become elaborated and acquire defensive and wish- 
fulfilling contents, the mechanisms of introjection and 
projection forming the basis of phantasy life. The mani- 
festations of phantasy can be studied at various stages of 
their development and their effects can be traced in 
neurotic symptoms and conversion hysteria, as well as 
in personality and character traits. Unconscious 
phantasies play a positive part in the process of develop- 
mental adjustment, as is seen in the way the child adopts 
the principles of reality thinking in speech formation and 
in learning. The author concludes with Freud that the 
disappointment and incomplete gratification which the 
child experiences in wish-fulfilling hallucinations provide 
the first stimulus towards adaptation to reality and 
suggests that reality thinking cannot exist without 
concurrent and supporting unconscious phantasies. 

[This paper is to form a chapter of a book in prepara- 
tion by a number of psycho-analysts. It gives a syste- 
matic exposition of the analytical concept of phantasy 
and deserves to be read in the original by all interested 
in this subject.] J. T. Leyberg 


See also Section Paediatrics, Abstract 1278. 


1522. Brain Wave Patterns Accompanying Changes in 
Sleep and Wakefulness During Hypnosis 

W. Barker and S. BuRGWIN. Psychosomatic Medicine 
[Psychosom. Med.] 10, 317-326, Nov.—Dec., 1948. 8 
figs., 12 refs. ; 


This is the report of an attempt to correlate electro-- 
encephalographic pattern with mental activity. Hyp- 
nosis was carried out in a standard cage for electro- 
encephalography and the brain waves were recorded with 
standard equipment. All subjects used in the study had 
* alpha dominant ”’ wave patterns. The findings were as 
follows. The hypnotic state is usually associated with no 
change in the continuous alpha pattern; verbal sugges- 
tion of sleep does not induce sleep patterns in the 
record. However, suggestions which minimize sensory 
stimuli and ensure maximal muscular relaxation are 
associated with changes in the wave pattern in the direc- 
tion of the sleep form. The effect upon the record 
produced by a given stimulus, such as a spoken word, 
varies according to its context and its meaning to the 
subject; this is demonstrated by the presence of dif- 
ferent wave responses to the same stimulus. When the 
subject’s eyes are closed, the suggestion of a visual image 
may abolish the alpha rhythm. When the subject is 
listening to spoken words, the amplitude of the alpha 
waves may be shown to increase and decrease with the 
voice volume. Desmond O’ Neill 
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1523. Life Situations and Serum Antibody Titers 

J.L. BAKKE and H. G. Worr. Psychosomatic Medicine 
[Psychosom. Med.] 10, 327-330, Nov.-Dec., 1948. 
2 figs., 24 refs. 


It has been shown that in persons with acute respiratory 
infections the presence of personality disturbance may 
prolong the stay in hospital beyond the expected duration. 
Although this may indicate a morbid attitude to illness, 
or an exploitation of it, the possibility that such indi- 
viduals have a greater susceptibility to infection must be 
considered; this susceptibility might be due to a decrease 
in serum antibody concentration under emotional stress. 

Four healthy subjects were observed over a 20-week 
period; specimens of serum were collected at least three 
times a week and titrations made against strains of in- 
fluenza A and B virus and streptococcus MG. Cold 
haemagglutinin titres were determined in each specimen. 
Each subject kept a day-by-day diary with a note of 
physical symptoms, and an estimate of energy, efficiency, 
and mood; the events of each day were noted in terms of 
their emotional significance. Behaviour features were 
described and recorded by another observer. No 
significant variations in antibody levels were demon- 
strated, except in two subjects who suffered from a mild 
attack of influenza. Though emotional stress of severity 
sufficient to cause other bodily disturbances occurred in 
three subjects, no correlation could be shown between 
emotional disturbance and fluctuations in antibody titre. 

Desmond O’ Neill 


1524. Peripheral Vasomotor Reactions as Indices of 
Basic Emotional Tension and Lability 

P. A. THERON. Psychosomatic Medicine [Psychosom. 
Med.) 10, 335-346, Nov.—Dec., 1948. 17 refs. 


- It has been shown that mental activity is accompanied — 


by peripheral vasoconstriction or dilatation, as measured 
by changes in volume of the body extremities. To 
investigate the relation between emotional stability and 
peripheral vascular reaction, 50 normal subjects were 
examined with the optical finger plethysmograph, while 
in relaxation and while solving easy and difficult problems 
in mental arithmetic. Scores were obtained from each 
subject on the Bell inventory, which gives some measure 
of emotional stability. It was found that those whose 
scores on this test reveal emotional lability tend to have 
a greater rate of change in -finger volume during the 
performance of simple tasks than those who are emo- 
tionally stable. The amount of change in finger volume, 
it is suggested, is an indication of the amount of autono- 
mic imbalance following the mental stimulus of the test 
situation. Desmond O' Neill 


1525. Morale and Flying Experience: Results of a War- 
time Study 


D. STAFFORD-CLARK. Journal of Mental Science [J. 
ment. Sci.| 95, 10-50, Jan., 1949. 7 figs., bibliography. 


“Flying stress’? became as ambiguous a phrase as 
“shell shock”’ and Symonds established 
its permissible use as a description of the stresses to 


which the flying man is liable rather than of the reactions 
which he shows. 

The present author describes the particular nature of 
the stresses involved by the operations of Bomber Com- 
mand. Most lucidly does he show how morale was 
built up, and graphically records what might be termed 
the “ normal” reactions to stress before discussing the 
more abnormal aspects. As against a casualty rate for 
killed and missing of about 48%, and one for killed, 
missing, wounded and injured of about 64%, the rate 
of “nervous breakdown’”’ was less than 5%. This is 
indicative of the extraordinarily high level of morale. 
Breakdown might or might not be complex, involving 
domestic problems, financial anxiety, or worries relating 
to parents, but of supreme importance were the physical 
realities of violent death. 

The conflict between the sense of duty and the instinct 
of self-preservation was clear. The physician’s duty 
involved consideration not merely of the patient’s 
welfare, but also of repercussions on the morale of the 
unit. Four main types of breakdown occurred: (A) at 
the beginning of bomber operations; (B) in the middle; 
(C) in the last four or five sorties; and (D) as the result 
of exceptional stress. Prognosis was worst in the first 
and fourth types. The main characteristics of each 
group may be summarized as follows: (A) essentially 
unwilling to fly, anxiety states predominating; (B) de- 
veloping symptoms, especially anxiety, after the eighth 


or ninth operational sortie, and in need of reinforce- — 


ment of resolution; (C) developing symptoms due to 
fatigue and anxiety, showing temperamental lability, 
and in need of adequate rest and change; (D) after a 
single appalling experience, accompanied by horror and 
great distress, in need of sound sleep and continuous 
unobtrusive supervision. 

The 46 cases studied are classified as cases of anxiety 
31, hysteria 5, depression 4, fatigue 2, and loss of con- 
fidence (non-medical). The figures are comparable to 
those given by Symonds and Williams (F.P.R.C. 412 (9) 


included in Air Publication 3139, H.M.S.O.) in an 


analysis of 1,197 similar cases. A graph is drawn to 
illustrate successive fluctuations in the morale of normal 
men. D. S. Fairweather 


1526. Forecasting the Incidence of Neurosis in Officers 
of the Army and Navy 

W. Mayer-Gross, J. N. P. Moore, and P. SLATer. 
Journal of Mental Science [J. ment.. Sci.] 95, 80-100, 
Jan., 1949. 6 refs. 


An attempt was made at Crichton Royal, Dumfries, 
to assess the reliability of 16 different pointers in fore- 
casting the incidence of neurosis in officers of the Army 
and Navy. These pointers were: heredity, previous ill- 
health, neurotic traits in childhood, former psychiatric 
illnesses, defective intelligence, adolescent shyness, adult 
shyness, temperamental instability, obsessional features, 
apprehensiveness, undue dependence in childhood or 
later life, unstable work record, sexual difficulties, 
alcoholism, head injuries, and accident proneness. The 
cases investigated. comprised 101 naval officers, 100 
army officers, and 55 “* normal” controls from a mobile 
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army division. The average numbers of pointers in the 
various groups were: naval neurotics 4-50 (range 0 to 
10), army neurotics 5-96 (range 0 to 12), and controls 
0-93 (range 1 to 7). The authors prefer not to express 
any opinion on the causes for the discrepancy between 
the figures for the army group and those for the naval 
group. Discharged neurotic patients had a significantly 
higher average number of pointers than those retained in 
the Service (6-92 and 5-34 respectively). By a specially 
adapted method of factor analysis, combinations of 
pointers were studied and 3 main divisions separated off, 
a main class indicative of inadequacy, a second class 
indicative of instability, and a third class indicative of 
shyness. D. S. Fairweather 


See also Section Digestive Disorders, Abstract 1405. 


SCHIZOPHRENIA 


1527. Psycho-physical Correlations. Schizophrenia and 
Liver Function. (Psychophysische Korrelationen. Schizo- 
phrenie und Leberstoffwechsel) 

F. Georci, R. FiscHer, R. Weser, and P. WEIs. 
Schweizerische Medizinische Wochenschrift [Schweiz. 
med. Wschr.| 78, 1194-1200, Dec. 11, 1948. 5 figs., 
26 refs. 


Quick’s hippuric acid test and a variant of this (both 
described) were applied to mental cases of various types. 
Simultaneous performance of the two tests and com- 
parison of the results obtained in different diseases led 
to the conclusion that liver function is impaired in 
schizophrenia. Treatment with methionine undoubtedly 
improves the physical condition of these patients and 
possibly their mental condition also. The Quick test 
is stated to be more sensitive than the other liver- 
function tests. A. Lowenthal (Excerpta Medica) 


1528. Some Data on the Level of Oxygenation of Blood 
in Patients with Schizophrenia. (Hexoroppie 
06 6onbHEIx 

Z. S. TSIKHANSHKAYA. Hesponatonorusa Iicuxna- 
tpusa [Nevropat. Psikhiat.] 17, No. 6, 33-36, 1948. 


Toluidine blue stains haemoglobin as a _ redox 
indicator, producing colours from yellow-green (at 
+100 mV), through blue (—10 mV), to pinkish violet 
(—70 mV) according to the degree of oxidation. Blood 
was examined by means of this stain. Examination of 
the blood of 60 healthy subjects showed 48 to have green- 
staining haemoglobin (+50 mV), while in the other 12 
results were scattered over the positive range (blue-green 
to yellow-green). Thirty patients with schizophrenia 
were similarly tested, a total of over 400 observations 
being made. In most cases there was blue-green staining 
(—25 mV); in some cases, especially those of catatonia, 
there were very low potentials, indicating low oxygena- 
tion. Of 5 cases of chorea on the other hand oxidation 
levels were very high in 4. 

Seventeen schizophrenic patients were given an intra- 
venous injection of 40 to 60% honey [no quantities stated]. 


After 5 minutes this treatment caused leucopenia with a 
relative lymphocytosis; after 3 hours there was usually a 
leucocytosis, the Arneth count showing a shift to the 
left, with as many as 25% of cells with non-lobed nuclei, 
In ten of the 17 cases honey restored the oxidation poten- 
tial of the haemoglobin to normal; clinical improvement 
was noted (no criteria stated). In 4 cases there was no 
response to treatment, and in 3 a fall in oxidation level 
was associated with clinical improvement. [These effects 
were apparently observed after 3 hours, but this is not 
explicit. The tables of data are inadequate, but the paper 
is intended only as a preliminary communication.] 
Jeffrey Boss 


1529. Glucose Tolerance in Disturbed Schizophrenic 
Patients 

C. K. Atpricu. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 498-503, Nov., 
1948. 4 refs. 


About one-half of 102 acutely disturbed schizophrenic 
patients gave abnormal glucose-tolerance curves. [This 
group was not properly controlled.] P. W. Nathan 


THERAPY 
1530. Late Social Results of Prefrontal Leucotomy 


R. StTROM-OLSEN and P. M. Tow. Lancet [Lancet] 1, 


87-90, Jan. 15, 1949. 3 refs. 


The authors studied leucotomized patients from Runwell 
Hospital, Essex, 3 to 7 years after the operation. They 
summarized the results under 5 headings—psychiatric 
clinical picture, civil and social status, ability to work, 
capacity for pleasure, and socially objectionable features, 
in many cases attributable to the operation. Two main 
pre-operative groups were defined: (a) group C: 100 
cases of chronic severe psychotic disorder, one-half of 
the patients having schizophrenia and the other half 
paraphrenia, epilepsy, chronic mania, or depression; 
(5) group A: 25 more acute cases of severe neurotic 
depression, obsessive-compulsive states, and tense hypo- 
chondria. The outcome in the 2 groups is expressed in 
percentages and tabulated as follows. 


Group C | Group A 
Illness ~ Relieved .. 33 76 
Little change ie 67 24 
Status Recovered i 13 4a 
No change . . 73 56 
Work Full or partial ae 11 24 
None 89 76 
Pleasure Full or partial en 33 56 
None 67 44 
Bad features | Present sc te 56 72 
None ie 44 28 


The authors point out that the problem of whether to 
perform leucotomy or not must be considered in the 
light of what is to be gained and what might be lost. 
They agree with Freeman and Watts that “‘ patients who 
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undergo lobotomy must sacrifice some of the virtues, 
some of the driving force, uplift, altruism, creative spirit, 
soul’, and feel that psychiatric recovery may be gained 
at the expense of great reduction of the efficiency, en- 
joyment, and acceptability of the person. They disagree 
with the statement of Freeman and Watts that the 


_ greater the spiritual endowment, the better will be the 


eventual outcome. They conclude that the only un- 
equivocal indications seem to be the chronic psychoses 
with severe behaviour disorder, and chronic intractable 
obsessional and depressive states with prolonged and 
total incapacity. Great caution is enjoined in selecting 
cases from the better type of patient. 

[The paper gives a good summary of what the person- 
ality may lose after leucotomy, and in this connection 
should be read with Rylander’s paper (Report on the 


-Fighth Congress of Scandinavian Psychiatrists in 


Copenhagen, 1946, 4, 383).] D. S. Fairweather 


1531. Intraocular Pressure in Electroshock. (Der intra- 
okulare Druck im Elektro-schock) 

H. EHRHARDT. Deutsche Zeitschrift fiir Nervenheilkunde 
[Dtsch. Z. Nervenheilk.| 159, 75-80, 1948. 2 figs., 16 
refs. 


Intraocular pressure was measured in 20 psychiatric 
patients undergoing electric convulsive treatment. 
During the convulsions there was a constant fall in the 
pressure to between 25 and 55% below the normal! level. 
This was most pronounced from 5 to 20 minutes after 
the application of the current; a return to normal level 
took place within 1 to 2 hours. When the current pro- 
duced sub-convulsions only, the fall in intraocular 
pressure was less pronounced. Miotics and mydriatics 
had no effect on this decrease in pressure which is 
attributed to the contraction of the ocular muscles. . 

J. T. Leyberg 


1532. The Use of Music in Group Therapy 
S. D. MircHeLt and A. ZANKER. Journal of Mental 
Science [J. ment. Sci.] 94, 737-748, Oct., 1948. 21 refs. 


The authors of this interesting paper used music as a 
method of group therapy analogous to other arts, such 
as painting and psychodrama. The reactions to different 
styles and periods of music were studied in a group of 
approximately 14 young and middle-aged adults, mostly 
psychotics who were classified as inhibited or non- 
inhibited. To stimulate interest a monthly recital in 
simple and illustrative terms was added to a weekly 
session. Patients were asked whether they liked or 
disliked the music and to give their reasons. A group 
discussion concerning the music or any other subject 
followed the recital. 

There were considerable variations in the reactions to 
the various types of music. Several sessions were 
required before classical music was appreciated by the 
majority. Reactions were similar in both types of 
patients, and personal associations were of a stereotyped 
character. Few of the inhibited patients disliked the 
romantic style, but it was obvious that such music pro- 
duced much more emotional release than the classic. 


THERAPY 


Furthermore, a positive group atmosphere was created, 
which was heightened by the introduction of the modern 
impressionistic music of such composers as Debussy and 
Saint Saéns. The contemporary style, ranging from 
neo-romantic to pseudoprimitive and atonal, on the whole 
found little favour, although younger patients were 
tolerant towards it. Traditional music, mostly folk 
songs, without exception produced dramatic results by 
causing a marked increase in group cohesion. 

As a result of their observations the authors believe 
that music is a definite therapeutic adjunct in so far as it 
increases group cohesion and interpersonal relationship 
as well as facilitating a better integration of the personality 
through emotional release. Whereas folk music was 
beneficial to all, the more serious contemporary music 
was especially useful in the case of inhibited schizophrenia, 
as it had the ‘power of bringing repressed unconscious 
forces into consciousness. A. Limentani 


1533. Application of Psychoanalytic Principles to the 
Treatment of In-patients in Mental Hospitals 

W. C. M. Scott. Journal of Mental Science [J. ment. 
Sci.] 94, 767-772, Oct., 1948. 4 refs. 


This is an interesting paper on the treatment of a 
female manic-depressive patient by psychoanalysis. The 
case was treated in a mental hospital and presented a 
serious prognosis in view of complicating features, such 
as homosexuality, masochistically perverted masturba- 
tion, and increasing depression from adolescence to the 
age of 20. After 2 years’ hospital treatment the patient 
was discharged improved, and after further treatment 
over a period of 18 months recovered. Ten years later, 
at the time of the report, the patient was still well. In 
the author’s opinion, if time is available, and given ade- 
quate facilities, psychoanalysis may be of great help in 
the treatment of difficult cases. A. Limentani 


1534. Observations on the Use of Tridione in Disturbed 
Psychotics 

E.P. HALL. Journal of Mental Science [J. ment. Sci.] 94, 
733-736, Oct., 1948. 1 fig., 11 refs. 


For this work, which was undertaken on the basis of 
previous reports on the similarity between the cortical 
dysrhythmia in certain cases of schizophrenia and of 
psychomotor epilepsy, the author chose 10 patients who 
had been treated without appreciable prolonged improve- 
ment, and who were still in need of frequent sedation in 
view of their disturbed behaviour. Sedatives were 
withdrawn, and 2 days later treatment by “ tridione ” 
was started, the drug being given for an average of 98 
days in doses of 0:3 g. twice daily, increased to three times 
daily after a week and to four times daily after 3 weeks. 
During this treatment very little additional sedation was 
required, and the general behaviour of some patients 
improved considerably. When tridione was combined 
with electric convulsion therapy the response was better 
than when the latter was combined with sedation. The 
report includes detailed studies and observations on the 
effects of the drug on the blood. A. Limentani 


Infectious Diseases 


1535. Aureomycin in the Treatment of Experimental 
Relapsing Fever and Leptospirosis Icterohaemorrhagica 
(Weil’s Disease) 

F. R. HEMMAN. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 23, 569-573, Dec. 8, 
1948. 8 refs. 


Aureomycin, a new antibiotic isolated from a species 


of Streptomyces, is of particular interest because of its. 


activity against viruses. The present investigation, 
carried out at the Mayo Foundation, is concerned with 
the activity of the antibiotic against experimentally 
induced relapsing fever and leptospirosis icterohaemor- 
rhagiae in laboratory animals. 

For the relapsing fever experiments, young adult mice 
weighing 16 to 20 g. were infected intra-abdominally 
with citrated blood of rats containing many Borrelia 
novyi. Smears taken on the first morning showed 
more than 25 spirochaetes per field as viewed by the oil- 
immersion lens. The antibiotic was administered 
subcutaneously in 3 equal doses per day for 3 days, 
starting on the day after inoculation. A total daily dose 
of 0-18 mg. for 3 days completely cleared the blood of 
spirochaetes within 24 hours and prevented relapse or 
death. Doses of 0-09 and 0-045 mg. prevented relapses 
but the blood took 48 hours to clear. Experiments were 
then made to determine the effective dose by mouth. 
Total doses of as little as 1 mg. were effective and, in all 
cases, the blood was cleared of spirochaetes with no 
relapses. The oral dose is about five times the sub- 
cutaneous dose. In this infection aureomycin is about 
three times as active, weight for weight, as penicillin. 

Guinea-pigs were used at first in the experimental 
infections with Leptospira icterohaemorrhagiae, with 
subcutaneous administration of 1 to 2 mg. of aureomycin. 
The drug was effective in shortening the febrile course of 
the disease and in protecting against death from lepto- 
spirosis but had some cumulative toxic effect on guinea- 
pigs. When guinea-pigs of 260 to 300 g. were given 
3 mg. aureomycin subcutaneously twice a day, death 
followed after 7 to 10 days. The author points out that 
penicillin also has a cumulative toxic effect on guinea- 
pigs but is relatively non-toxic to other animals. Because 
of these findings the Syrian hamster (Cricetus auratus) 
was used; this animal remains well after subcutaneous 
administration of 2 mg. aureomycin per 100 g. twice 
daily for 14 days. Hamsters were inoculated intra- 
peritoneally with 0-2 ml. of a 5% suspension of the 
kidney and liver of a guinea-pig dying of leptospirosis. 
Groups of infected hamsters were then given total doses 
of 0-062, 0-125, 0:25, 0-5, and 1 mg. of aureomycin 
subcutaneously in two equal doses per day for 10 days. 
All the controls were dead within 11 days of inoculation. 
All but one of 30 treated animals remained well and this 
one was from the group receiving the lowest dose. Ina 
previous study 500 units (0-3 mg.) of penicillin sub- 


cutaneously daily for 10 days also gave protection, so 
that aureomycin, weight for weight, is about twice as 
effective as penicillin in protecting hamsters from a fatal 
leptospiral infection. Malcolm Woodbine 


1536. The Results of a Preliminary Entomological 
Survey of Loiasis at Kumba, British Cameroons, together 
with a Description of the Breeding-places of the Vector and 
Suggestions for Future Research and Possible Methods of 
Control 

R. M. Gorpon, L. J. Cowatt, and C. M. Jones. Annals 
of Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.| 42, 364-376, Dec., 1948. 3 figs., 3 refs. : 


This paper is based on a preliminary survey made in 
June and July, 1948, at Kumba in the Southern 
Cameroons, the most notorious centre of loiasis in 
West Africa. About 20% of the adult population have 
microfilariae in their peripheral blood. The vectors are 
Chrysops silacea and C. dimidiata; the latter comprises 
less than 10% of the Chrysops population. Chrysops 
feed from 8.30 a.m. to 4.30 p.m. and their density varies 
from 0-3 to 1-0 flies per boy-hour. Of the flies collected 
7:8% were infected with microfilariae. This density 
implies a risk to each European of an infective bite every 
5 days. The authors suggest that man is probably the 
only reservoir for the helminths, and that the relatively 
low infection rate, compared with the density of infected 
flies, may be explained in one of three ways. (1) Only 
a small proportion of the worms deposited by the flies 
penetrate the skin. In support of this view is the fact 
that among the Africans the percentage of children 
infected is less than that of adults (6% compared with 
16-5% in 1947). Among Europeans the infection rate 
increases with length of residence. (2) In some cases 
the adult worms die out and the individual then becomes 
immune. This view is not supported by the increased 
infection rate with increasing age. (3) The presence of 
microfilariae is not a true indication of the infection 
rate. This view is supported by the fact that Calabar 
swellings occur in individuals without microfilariae in 
the peripheral blood. 

The control of loiasis depends on a thorough knowledge 
of the ecology of Chrysops which is stilt lacking. No 
males were found in the area, and it is suggested that 
they occur in the forest canopy. The flies probably feed 
mainly on man. Some larvae were found in densely 
shaded streams, but an attempt to breed them out failed. 

The following suggestions for control of flies are made: 
(1) canalization of the stagnant portions of streams; 
(2) possibly larvicidal spraying; (3) possibly residual 
spraying with DDT or BHC (*‘ gammexane”); 
(4) screening of houses, since most infections are 
acquired indoors; (5) use of repellents such as liquid 
** mylol ” (60% dimethyl phthalate); (6) the clearing of 
bush in the neighbourhood of houses since the greatest 
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density of the flies occurs in such houses. Suggestions 
are also made for future research covering the bionomics 
and ecology of Chrysops, of other possible vectors, and 
of Loa loa, together with possible methods of control. 

J. F. O’ Rourke 


VIRUSES 


1537. Post-vaccinal and Post-exanthematic Encephalitis. 
(Encéphalites de la vaccination jennérienne et des 
exanthémes) 

L. VAN BOGAERT. Acta Clinica Belgica [Acta clin. belg.] 
3, 461-493, Nov.—Dec., 1948. 4 figs., 23 refs. 


After a historical introduction the author gives a 
general review of the problems of post-vaccinal and 
post-exanthematic encephalitis. He himself favours the 
hypothesis of a neuro-allergy and considers that recent 
work on nervous complications after re-vaccination 
supports this point of view. F. K. Kessel 


1538. The Pathogenesis of the Acute Exanthems. An 
Interpretation Based on Experimental Investigations with 
Mousepox (Infectious Ectromelia of Mice) 

F. Fenner. Lancet [Lancet] 2, 915-920, Dec. 11, 1948. 
2 figs., 39 refs. 


In 1946 Burnet and Boake provided evidence support- 
ing the thesis that the virus of infectious ectromelia of 
mice is immunologically related to vaccinia, and is the 
murine representative of the mammalian pox viruses. 
Fenner has since made an intensive study of the disease 
and its epizootic behaviour. A study of the pathogenesis 
of the disease indicates that the virus enters the mouse 
through a superficial abrasion of the skin and multiplies 
there for about 8 hours. Within 8 hours of the establish- 
ment of infection the virus passes to the regional lymph 
nodes within which it multiplies for a few days. Necrosis 
of cells of the lymph nodes liberates virus, which enters 
the blood stream but is immediately taken up by the 
phagocytes of the liver and spleen. The virus multiplies 
in these organs and after necrosis of cells lining the 
sinusoids the second bout of viraemia occurs, leading to 
widespread focal infection of the epidermal cells. Virus 
is first detected in the skin on the sixth day. If the 
mouse does not die before the eighth to ninth day from 
the systemic infection, oedema of the epidermal cells 
becomes obvious as pale macules, which rapidly become 
papular and ulcerate owing to necrosis of the superficial 
cells. By this time the titre of circulating antibody has 
become high and skin sensitization to the virus can also 
be demonstrated. The author concludes that his 
evidence supports the theory that the rash in ectromelia 
and the acute exanthemata in man is the result of focal 
multiplication of the virus in the skin and is not an 
allergic response. The results of experimental infection 
with vaccinia, varicella, and measles are briefly discussed 
in support of this thesis and also the suggestion that the 
pathogenesis of the acute exanthemata is similar to that 
outlined for ectromelia. 

The author also draws attention to the mistaken 
tendency of authors of certain textbooks of medicine to 
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divide the period from infection to rash into the period 
of incubation, period of invasion, and stage of eruption, 
Invasion and multiplication of virus are taking place 
during the incubation period and the onset of symptoms 
presumably coincides with massive cell destruction and 
disordered metabolism. F. O. MacCallum 


1539. Smallpox Diagnosis with Special Reference to 
Electron Microscopy 

C. E. VAN Rooyen and G. D. Scorr. Canadian Journal 
of Public Health (Canad. J. publ. Hlth.] 39, 467-477, 
Dec., 1948. 6 figs., 17 refs. 


Various laboratory procedures have been developed 
to assist in the diagnosis of smallpox; in this paper direct 
examination of material with the electron microscope 
is described. Material from 5 cases was sent from 
Africa to Toronto and examined there. In one case 
capillary tubes of vesicle fluid collected 2 weeks pre- 
viously were used to make smears on formvar-covered 
mounts, whereas in the others the mounts were smeared 
at the bedside in Africa and reached Toronto 4 months 
later. The specimens were digested with crystalline 
trypsin and washed with distilled water before examina- 
tion. 

Typical brick-shaped structures measuring approxi- 


mately 320 4 by 250 » with a height of 130 ~ were seen, . 


the best results being obtained with mounts made in 
the laboratory. Those made under field conditions 
were less satisfactory although they contained elemen- 
tary bodies which were still recognizable as those of 
smallpox. [The paper gives a useful summary of the 
various laboratory tests which may be employed at the 
different stages of the disease, and details of the best 
methods for collecting the necessary specimens.] 
R. Hare 


1540. Failure of Gamma Globulin to Prevent Varicella 
M. ScHaAeFFER and J. A. Toomey. Journal of Pediatrics 
[J. Pediat.] 33, 749-752, Dec., 1948. 13 refs. 


Chickenpox, usually regarded as a benign disease 
without serious consequences, may be a severe incon- 
venience in institutions. Wards may be closed for long 
periods. For this reason, as well as to protect individual 
children, prophylaxis may be desirable. Vaccines can- 
not be made unless transmission to lower animals is 
achieved. Pooled human serum and convalescent serum 
have proved ineffective. The value of gamma globulin 
is as yet undetermined. 

The authors conducted three trials with gamma globu- 
lin. The first was in an orphanage of 41 children. 
Five cases of chickenpox occurred. The remaining 
children were sorted into two groups, those who had had 
the disease and those who had not. The latter group 
was divided into a group of 10 given 5 ml, of gamma 
globulin intramuscularly 4 days after exposure and a 
control group of 13. Three of those given injections 
were later found already to have had chickenpox. No 
injected child contracted chickenpox but 6 cases occurred 
in the controls. Two further trials were carried out, one 
in a day nursery and the other in the orphanage first 
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mentioned, 2 years later. In the first of these trials 
5 ml. gamma globulin was given to 11 children 5 days 
after their exposure to chickenpox; 6 cases occurred 
amongst them and 6 in a control group of 12. In the 
other trial, 10 ml. of globulin was given to 13 children on 
the second day after exposure; 7 of them, and 8 out of 
13 controls, developed chickenpox. 

There was, therefore, no evidence that gamma globulin 
was effective. The authors point out that in the success- 
ful series,of Funkhouser, globulin was given on the day 
after the appearance of varicella in the primary case, 
whereas their earliest injection was given 2 days after. 
Funkhouser had no control series. The authors point 
out that, since histories of a child’s previous illnesses are 
often unreliable, only a very large series would be 
statistically acceptable. They consider that further 
trials in which the globulin is given on the first day after 
exposure, and possibly even before this, would be of 
value. J. G. Jamieson 


1541. Studies on Dengue Fever. I. Studies on Dengue 
Virus and Immunity 

N. Isuu. Japanese Medical Journal (Jap. med. J.] 1 
228-238, June, 1948. 1 fig., 13 refs. 


The author studied the development of antibodies 
against the virus of dengue, using as antigen the serum 
from infected human patients and also what was claimed 
to be mouse-adapted dengue virus passed through mouse 
brain. This virus is stated to have infected rabbits when 
injected into the anterior chamber of the eye, and virus 
from this source was also used. 

Neutralization tests were carried out by inoculating 
serum-virus mixtures intracerebrally into mice or intra- 
dermally and subcutaneously into human volunteers. 
The convalescent sera of volunteers inoculated with 
mouse brain and rabbit eye fluid are reported to have 
neutralized both mouse-adapted and human viruses. 
Neutralizing antibodies also appeared in rabbit serum 
after the subcutaneous or intraperitoneal inoculation of 
living virus. A 20% suspension of infected mouse brain 
or liver treated with 0-25% formalin overnight at room 
temperature was found to provide an effective vaccine 
for immunizing mice. Volunteers who received in- 
jections of the formolized mouse brain vaccine were 
protected against infection with injected mouse brain 
and against natural dengue infection in areas where the 
disease was endemic. 

[Although dengue virus has been adapted to mouse 
brain by others, the statements that “‘ infected ’’ mouse 
liver was effective as a vaccine, and that rabbits could 
also be infected, cast some doubt on the identity of the 
agents used.] F. O. MacCallum 


1542. Report of a Survey of Children Born in 1941 with 
Reference to Congenital Abnormalities Arising from 
Maternal Rubella 

P. R. Patrick. Medical Journal of Australia [Med. J. 
Aust.) 1, 421-425, April 3, 1948. 15 refs. 


For 129 children born during 1941 in Queensland, 
Australia, and whose mothers had rubella during the 
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pregnancy, clinical findings of deformity and the vated 
of pregnancy at which rubella occurred were tabulated, 
Of these children 59 were affected, the commonest 
abnormalities being in order of frequency deaf-mutism, 
heart disease, mental deficiency, and cataract, singly or 
in combination. The grade of deafness is recorded, 
The following suggestions are made. Rubella should 
be notifiable. Girls might be deliberately exposed to 
the disease. Pregnant women exposed to rubella should 
be treated with immune globulin, although contact of 
pregnant women with cases of rubella should be avoided 
as far as possible. Termination of pregnancy should be 
considered if rubella is contracted in the first 4 months. 
Treatment is limited to education of deaf and mentally 
defective children. Bernard Freedman 


1543. A New Method in the Management of Acute 
Anterior Poliomyelitis 

E. SmitH, D. J. GrauBARD, N. GOLDSTEIN, and W. 
BixorF. New York State Journal of Medicine [N.Y. St. 
J. Med.] 48, 2608-2611, Dec. 1, 1948. 20 refs. 


The alleviation of pain and spasm in poliomyelitis is a 


major problem and the object of this preliminary study _. 


is to present clinical evidence of the origin of these 
symptoms and the results of rational treatment. Sym- 
pathetic imbalance has been demonstrated in polio- 
myelitis and it is suggested that vasospasm and exudation 
are of sympathetic origin and a tissue response to an 
irritable focus at the periphery. If this focus persists a 
reflex arc, causing pain and spasm, is established. The 
arc may perpetuate itself through the internuncial pool 
and eventually involve the sympathetic motor neuron 
cells in the lateral horn. (Direct involvement of the 
lateral horn or of the sympathetic ganglia causes the same 
symptoms.) If this is true, then to break the arc is to 
abolish the symptoms. Excluding 80 cases of bulbar 
type, of pure anterior horn involvement, and of illness 
without pain and spasm, the authors treated 79 cases of 
poliomyelitis in the acute. phase with procaine hydro- 
chloride (4 cases); “* priscol hydrochloride ” (2-benzyl- 
4 : 5-imidazoline hydrochloride), a known sympatholytic 
agent (73 cases); and diethylaminoethanol hydrochloride, 
a drug with a procaine-like action (2 cases). 

The dose of procaine, 4 mg. per kg. body weight, was 
injected intravenously in 1 in 1,000 solution in isotonic 
saline. The dose of priscol was standardized according 
to age; adults received 50 mg. intramuscularly 4-hourly 
for 48 hours and then the same dose orally; half these 
doses were given to children over five, and those under 
five received an initial dose of 10 mg. of elixir of priscol, 
each succeeding dose being increased 4-hourly by 10 mg. 
until flushing or goose-flesh was noted. Diethylamino- 
ethanol was given orally in tablet form. 

In all 79 cases each of the three drugs relieved acute 
pain in from 20 minutes to 8 hours, procaine acting most 
rapidly. Continued administration produced increasing 
and finally complete relief from pain in from 1 to 14 days. 
No deaths occurred. There were no deleterious side- 
actions, no changes in the blood cells or urine, and no 
diarrhoea. Priscol occasionally caused nausea and 
vomiting but glucose-saline administration brought speedy 
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relief. ‘The period of constipation, so often encountered 
in the disease, was shortened. Further trials of these 
sympatholytic drugs are in progress. 

E. H. R. Harries 


1544. Poliomyelitis. Effect of Exertion during the Pre- 
paralytic Stage 

E. R. HARGREAVES. British Medical Journal (Brit. med. 
J.] 2, 1021-1022, Dec. 11, 1948. 1 ref. 


This is an analysis of 30 cases of poliomyelitis occurring 
in Cornwall during 1947-8, in which the effect of physical 
or mental exertion during the pre-paralytic meningeal 
stage is correlated with the resulting paralysis assessed 
3 months later. In his methods of assessment the author 
has followed Russell (Brit. med. J., 1947, 2, 1023), and his 
findings, so far as they go in this small series, are roughly 
similar. Out of 10 patients 6 who took to their beds 
with the onset of initial symptoms had no residual 
paralysis, and the remaining 4 had slight, moderate, 
severe, and very severe paralysis, respectively. On the 
other hand, in 5 of the 6 fatal cases the patients had under- 
taken severe physical or mental strain, such as driving a 
car 250 miles in one day, immediately before the onset of 
paralysis. The correlation between moderate pre- 
paralytic physical activity and ultimate paralysis is less 
exact, for in 7 such cases paralysis was slight or absent. 
The correlation between severe physical or mental strain 
in the pre-paralytic period and a grave prognosis is, 
however, borne out by these figures, which thus add some 
support to Russell’s findings. H. Stanley Banks 


1545. Treatment of Early Stages of Poliomyelitis with 
Ergot Alkaloids. (Ein Vorschlag zur Behandlung der 
Friihstadien der Poliomyelitis mit Mutterkornalkaloiden) 
W. Buss, W. LOFFLER, and A. STOLL. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 78, 
1262-1263, Dec. 24, 1948. 14 refs. 


From the University Medical Clinic, Zurich, the authors 
report on the treatment of poliomyelitis in its early 
stages with the alkaloids of ergot. They were led to 
consider this line of treatment by reports of the value of 
ergotamine and dihydroergotamine in the treatment of 
herpes zoster and herpes simplex corneae. The benefit 
which appears to be derived from direct application to 
the surface of the cornea suggested that ergot may possibly 
have antiviral properties. After discussing the structure 
of the various ergot alkaloids the authors point out that 
its low toxicity makes dihydroergotamine very suitable 
for trial in poliomyelitis. In 1947 they treated 12 cases 
in the early stages (8 in males and 4 in females). At first 
they administered ergotamine tartrate orally, giving an 
initial dose of 1 mg. and increasing the dose according to 
tolerance, reaching in a few cases a maximum of 6 mg. 
The mean total dose varied from 15 to 40 mg. In later 
cases they gave dihydroergotamine DHE 45 ”’) in six 
daily subcutaneous injections of 1 mg. The authors 
append a table showing the extent and duration of 
paralyses and consider that in all 12 cases the course of 
the disease was unusually favourable. - 

Though expressing doubt whether the apparent benefit 


of the treatment may have been due to the anti-sympathetic 
effect of ergot or to direct action on the virus, and 
noting that the type of poliomyelitis may have been 
unusually mild, the authors state that this line of treat- 
ment should be further studied. They admit the 
empirical nature of the method but expect that research 
will throw more light on the mode of action of ergot 
alkaloids on neurotropic viruses. Jos. B. Ellison 


1546. Effect of Oxythiamine on Infection of Mice with 
the Lansing Strain of Poliomyelitis Virus 


_J. H. Jones, C. Foster and W. HENLE. Proceedings of 


the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 454-458, Dec., 1948. 
1 fig., 8 refs. 


The authors have studied the effect of administering 
oxythiamine, an analogue of aneurin, orally to mice, 
which developed some resistance to infection with the 
Lansing strain of poliomyelitis virus, as shown by a 
delay in the time of death. The protection was similar 
to that shown in previous studies to result from feeding 
a diet deficient in aneurin. A, J. Rhodes — 


1547. Animal Experiments on Infectious Hepatitis. [In 
English] 

J.D. VeRLINDE and H. D. Borer. Archiv fiir die Gesamte 
Virusforschung (Archiv. ges. Virusforsch.] 4, 1-23, 1948. 


. 4 figs., 14 refs. 


The authors describe two series of experiments on 
transmission of the virus of infective hepatitis to guinea- 
pigs. In the first experiments, performed in 1943, 
infective material was obtained from 10 patients. Blood, 
urine, faeces, and throat washings (the last three materials 
being sterilized by Seitz filtration) were inoculated intra- 
peritoneally into guinea-pigs. No rise in temperature 
occurred on direct inoculation, but on passage of organ 
suspensions from animals inoculated with blood or 
urine to a second group of guinea-pigs the latter became 
febrile after 7 days. The rise in temperature persisted 
for 3 to 5 days, being 1-5 to 2-4° C. in 44% of the animals 
and 2-5 to 3-4° C.in 13%. No deaths occurred from the 
procedure but, towards the end of the febrile period, the 
liver at necropsy showed small hyaline areas with 
occasional lymphocytic infiltration at the margins. 
Immediately after the febrile period, the liver contained 
numerous yellow-grey foci consisting of confluent 
hyaline areas, which in some cases persisted for 10 to 30 
days. Inoculation of blood and urine from 7 normal 
persons produced an average temperature rise of less 
than 1-5° C. and no liver lesions could be demonstrated. 
From these experiments the authors conclude that the 
guinea-pig test will demonstrate virus in the blood and 
urine of 50% of patients with infective hepatitis. The 
blood is infective only during the febrile period, and the 
virus is excreted in the urine from the end of the febrile 
period until icterus disappears. Guinea-pigs can be 
infected by subcutaneous, intracerebral, and oral routes, 
but in mice and rats liver lesions only are produced. No 
temperature rise or liver lesions were observed in guinea- 
pigs on repeating these experiments in 1946 with material. 
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from 15 cases of infective hepatitis. The authors suggest 
that this anomaly was due to the better nutritional state 
of the animals in 1946. 

[The temperature rise observed in the guinea-pigs in 
1943 would have been of greater significance in estab- 
lishing virus infection if heat-inactivated material had 
been inoculated in parallel into control animals. The 
specificity of the liver lesions would also appear to be 
questionable since they were obtained in one case where 
the diagnosis of infective hepatitis, in the absence of 
jaundice and any significant urinary or other changes, 
would seem doubtful.] J. F. McCrea 


1548. Failure of Trypan Red to Protect Against Certain 
Neurotropic Viruses (“‘M.M.’? and Russian Spring- 
Summer Encephalitis) 

W. McD. Hammon, R. B. AirpD, and G. SATHER. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.) 69, 511-513, Dec., 
1948. 5 refs. 


The LD50 of Russiari spring-summer encephalitis 
virus and of “‘ M.M.” virus determined in mice injected 
daily by the subcutaneous route with trypan red (0-05 to 
0-1 ml. of a 1% solution in saline) for from 3 days to 4 
weeks before intraperitoneal injection of virus does not 
differ significantly from the LD 50 determined in controls 
injected subcutaneously with saline before the intra- 
peritoneal injection of virus. The apparent protective 
effect of trypan red against “‘ M.M. ” virus observed by 
Wood and Rusoff (J. exp. Med., 1948, 82, 297) is ascribed 
to the well-known non-specific local immunity produced 
by intraperitoneal injection of inert materials before 
injection of infectious agents by the same route. The 
authors consider that Russian spring—summer virus and 
**M.M.” virus do not enter the central nervous system 
directly from the circulation. C. L. Oakley 


See also Section Microbiology, Abstract 1265. 
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1549. Relationship of the Causative Organism of 
Epidemic Bronchopneumonia of Man ”’ (Herzberg) to 
Rickettsia burnetii [(Q Fever]. (Der Erreger der “ epi- 
demischen Bronchopneumonie des Menschen” (Herz- 
berg) und seine Beziehung zur Rickettsia burneti (Q 
Fever)) 

E. G. Nauck and F. Weyer. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. InfektKr.] 128, 529- 
550, 1948. 8 figs., 33 refs. 


An attempt was made at the Institute for Tropical 
Diseases, Hamburg, within the limitations due to post- 
war conditions, to establish the identity of a filtrable 
organism isolated in 1944 from cases of “* epidemic 
bronchopneumonia of man ”’, described first by Herzberg 
during the war, with Rickettsia (Coxiella) burnetii, the 
cause of Queensland (Q) fever. The investigation is of 
considerable interest because Q fever has been recog- 
nized recently in the U.S.A., North Africa, Switzerland, 
and South Germany. [A very recent paper by Stoker 


(Lancet, 1949, 1, 178) suggests that the infection is also. 
responsible for cases of atypical pneumonia in Great 
Britain.] 

The strain of the organism investigated by the authors 
was isolated in Greece from cases of abacterial pneu- 
monia by injection of patients’ blood into guinea-pigs 
and subsequently by intranasal instillation into mice, 
Its rickettsial nature had been suspected previously by 
other German authors. The report of the American 
Commission on Acute Respiratory Diseases (Amer. J, 
Hyg., 1946, 44, 88) established the identity of Rickettsig 
burnetii with the organism isolated during 1945 from 
cases in Greece and Italy. As no strain of Rickettsia 
burnetii was available in Germany complement-fixation 
and cross-immunity reactions could not be carried out, 
Thus only presumptive, indirect evidence is offered, 
The organism could be passaged through guinea-pigs by 
intrapulmonary infection and through mice by intra- 
nasal instillation and intraperitoneal injection. The 
organisms could be demonstrated in the spleen, the 
lungs, and adrenals of mice, and resembled rickettsiae 
morphologically. Their presence in tissues led to the 
formation of vacuoles inside which the rickettsia-like 
bodies were found in great numbers. 

Suspensions of ground spleen and lungs from infected 
mice were inoculated into the rectum of lice and fleas on 
mice (Leptopsylla segnis Schonh.) and into the coelom 
of ticks (Dermacentor marginatus and Ornithodorus 
moubata) as well as of grubs (Tenebrio molitor L.). 
Mice could be infected with ground organs of infected 
lice 24 days after the latter had been infected, or fleas 
after 13 days, and of ticks after 282 days. The rickettsia 
multiplies in the tissues of fleas and ticks and its presence 
can be demonstrated microscopically in these insects. 
Morphologically and biologically, it is therefore probable 
that the organism investigated is identical with Rickettsia 
burnetii. K. S. Zinnemann 


1550. Scrub Typhus Subsequent to “ Fulton ’’ Vaccine 
and Investigation of the Infected Site 

H. C. BROWNING and S. L. Katra. Indian Journal of 
Medical Research [Indian J. med. Res.] 36, 279-290, 
Oct., 1948. 7 refs. 


A site 33 miles from Imphal, in Manipur State, was 
investigated from September to November, 1945. From 
July to September, 17 cases of typhus, with one death, 
occurred among a pioneer force 261 strong. 

The chance of exposed mice and wild rats becoming 
mite-infested was gauged in various selected kinds of 
sites. It was found to be greatest in the damper situa- 
tions. Seven different species of mite were found on the 
rats; four different strains of Rickettsia tsutsugamushi 
were recovered from the pooled mites, among which 
Trombicula deliensis was the preponderating species. A 


fifth strain was found in a wild rat in the blood of which ° 


rickettsiae were demonstrated for 75 days. A sixth was 
isolated from a tick, Haemophysalis leechi, and appeared 
to be immunologically identical with the organism 
isolated in Rocky Mountain spotted fever. The seventh 


strain came from a member of the field typhus team who 
developed the disease 10 days after exposure, despite 
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bathing and scrubbing with soapy water within 2 hours 
of risk. Four months previously he had received three 
j-ml. doses of Fulton’s vaccine, but the primary eschar 
and the course of the disease remained unaltered. This 
strain proved typical of those already studied, but the 
complement-fixation reaction of this patient’s serum 
with different strains varied significantly. 

The authors conclude that a polyvalent vaccine should 
be used, that immunity is short, and that “ booster ” 
doses should be given every 3 months. 

Clement Chesterman 


1551. The Serological Characterization of North Queens- 
land Tick Typhus 

D. LACKMAN and R. R. PARKER. Public Health Reports, 
Washington (Publ. Hlth Rep., Wash.] 63, 1624-1628, 
Dec. 10, 1948. 7 refs. 


Serological studies indicated that North Queensland 
tick typhus belongs to the “‘ spotted fever’’ group of 
typhus-like diseases. There appeared to the authors to 
be enough evidence that the strain of rickettsiae respon- 
sible for the disease is not identical with any of the other 
known members of this group. Scott Thomson 


1552. Studies on Typhus in the Simla Hills. IX. On the 
Life-history of Trombicula deliensis, Walch, a Suspected 
Vector of Typhus in the Simla Hills 

D. R. Menta. Indian Journal of Medical Research 
[Indian J. med. Res.| 36, 159-171, April, 1948. 1 fig., 
17 refs. 


The author reviews work including that of Walch 
(1922), who first suspected Trombicula deliensis to be the 
vector of scrub typhus, and concludes that this mite is 
but a variant of JT. akamushi. He describes methods of 
collecting the larvae from infested wild rats, and gives 
details of morphology and habitat. Larvae remain 
attached to their hosts for 2 to 8 weeks, according to 
temperature conditions. Further development as a 
nymphochrysalis takes place in the soil. The resulting 
octopod nymphae are negatively phototropic and re- 
main concealed in the soil. They feed on decaying 
vegetable matter, and develop after about 9 weeks into 
adults, which have similar feeding habits. The adult or 
prosopon is not sexually dimorphic; its eggs are laid in 
the soil, and from these emerge the larval ectoparasite, 
which is the vector of scrub typhus. 

Clement Chesterman 


1553. Complement-fixation Test for Serological Studies 

in Typhus Fever. [In English] 

M. Drecuss and E. Farkas. Archiv fiir die Gesamte 
[Arch. ges. Virusforsch.] 4, 47-54, 1948. 
5 refs. 


complement-fixation reaction for serological 
investigations of typhus, with a chick-embryo preparation 
of Rickettsia prowazekii as antigen, is described. The 
rickettsiae were isolated in Sub-Carpathia by direct 
inoculation into guinea-pigs, and later adapted to the 
chick-embryo yolk sac. The antigen was purified by 

M—2B 


differential centrifugation and washing with saline, the — 


final suspension being prepared by allowing 10 ml. of 
saline for each g. of yolk sac. In the presence of 0-5% 
phenol this antigen remained stable indefinitely at 0° C. 
Sera were inactivated at 58° C. for 30 minutes for the 
complement-fixation (C-F) test, but left untreated for 
the Weil-Felix (W-F) reaction. The haemolytic system 
used was of the standard Wassermann type. In per- 
forming the test, doubling dilutions of sera were made in 
0-2 ml. volumes to which were added 0-3 ml. (2 to 3 units) 
of fresh guinea-pig complement together with 0-2 ml. 
of antigen. After dilution to a total of 0-8 ml., the mix- 
tures were incubated at 37° C. for 30 minutes before 
addition of 0-4 ml. of the haemolytic system. Results 
were read after 30 minutes and 3 hours. On comparing 
the C-F and W-F reactions of 146 sera from cases of 
suspected typhus, it was found that the C-F reaction 
usually became positive 2 days earlier but thereafter in 
most cases both reactions were correlated. The C-F 
reaction was ‘positive and the W-F reaction negative in 
the first specimens taken from 13 cases, 8 of which were 
later shown to be cases of clinical typhus. Four patients 
with positive W-F and negative C-F reactions were not 
suffering from typhus. Ina case of laboratory infection 
the W-F reaction was consistently negative although the 
C-F titre increased steadily throughout the course of the 
disease. Fifteen subjects receiving three subcutaneous 
injections of R. prowazekii vaccine showed a 9-fold 
increase in the C-F titre after 12 to 15 days, but the W-F 
titre did not increase significantly. Guinea-pig sera 
show positive C-F negative W-F reactions 16 to 21 days 
after passage of R. prowazekii. Very high (1 in 8,000) 
C-F titres result when guinea-pigs receive a test dose of 
living organisms after vaccination. J. F. McCrea 


1554. Estimation of the Antigenic Value of Typhus 
Vaccines by Complement-fixation Test. [In English] 

M. Drecuss and E. Farkas. Archiv fiir die Gesamte 
Virusforschung [Arch. ges. Virusforsch.] 4, 55-62, 1948. 
5 refs. 


The complement-fixation test described in the preceding 
paper (Abstract 1553) was used for the in vitro estimation 
of antigenicity in Rickettsia prowazekii, and for correlating 
this activity with the immunizing potency of rickettsial 
preparations in guinea-pigs. Comparison of yolk-sac 
vaccines with a louse vaccine by complement-fixation 
and in vivo tests indicated equivalent activities, but 
extensive investigations were not made owing to the lack 
of experimental animals. Some commercial vaccines 
lost their complement-fixing activity after prolonged 
storage. No antigenic difference was detectable by the 
complement-fixation test between four strains of R. 
prowazekii. Cross-fixation was demonstrated with a 
murine strain (R. mooseri) but the titres against the 
homologous antisera were 4 to 8 times higher in both 
cases. Investigation of the antigenic value of yolk-sac 
preparations showed that a middle layer formed between 
the deposited organisms and the fatty layer on centri- 
fugation in the presence of 1°5% phenol. This middle 
layer, although almost free of rickettsiae, fixed comple- 
ment and provoked immunity to a degree comparable 
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with a concentrated suspension of organisms. The 
authors therefore conclude that R. prowazekii secretes a 
specific soluble toxin. J. F. McCrea 


See also Sections Hygiene and Public Health, Abstract 
1057; Microbiology, Abstracts 1245-7. 
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1555. The Streptomycin-Sulphadiazine Treatment of 
Undulant Fever 

E. F. Scowen and L. P. Garrop. British Medical 
Journal [Brit. med. J.] 2, 1099-1101, Dec. 25, 1948. 
1 fig., 7 refs. 


The treatment of undulant fever by various chemo- 
therapeutic agents is briefly reviewed. Up to date, the 
results have been very disappointing, particularly as 
regards streptomycin which, despite its apparent in vitro 
activity against Brucella abortus, has had little effect in 
vivo. More promising results, however, have been 
observed by various workers with combined treatment 
with streptomycin and sulphadiazine. 

Two cases of undulant fever are here described, both 
successfully treated with combined streptomycin and 
sulphadiazine. In one case, the illness was of several 
months’ duration, and intermittent pyrexia had been 
observed for 10 weeks before beginning the therapy. In 
the other case the illness was of more recent onset, with 
intermittent pyrexia of 2 weeks’ duration. Within 3 days 
of starting combined treatment with streptomycin and 
sulphadiazine, in the first case, the temperature had 
settled. In the second case, the temperature gradually 
returned to normal within 2 weeks. 

A relatively large dose of each drug was given in both 
cases—I g. of streptomycin intramuscularly every 8 
hours, and 2 g. of sulphadiazine orally every 4 hours, 
for a total period of 12 and 14 days respectively. Of 
previous cases treated with half this dosage of strepto- 
mycin and sulphadiazine, a considerable number re- 
lapsed after cessation of therapy. The authors therefore 
advocate the larger dosage in the treatment of this 
infection. T. Anderson 


1556. Streptomycin Therapy in Leprosy. (Considerazioni 
sulla terapia streptomicinica nella lepra) 

G. B. Cortint and V. Musumeci. Medicina Inter- 
nazionale (Med. internaz.] 56, 245-250, Nov.—Dec., 
1948. 4 figs., 5 refs. 


The authors record the case of a 62-year-old woman 


with leprosy. There were bullous lesions on the right. 


heel and later on both legs and forearms, with epistaxis, 
paraesthesiae, and patches of anaesthesia. Myco- 
bacterium leprae was present in the nasal mucosa and 
skin. Treatment with streptomycin was begun, 0-5 g. 
being given daily in four divided doses. Improvement 
was noticed after 3 weeks and, as the drug was well 
tolerated, after 33 days the daily dose was doubled for 
4 more days, so that a total of 21 g. had been given in 
37 days. By this time signs of intolerance began to 
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appear—vertigo, hearing loss, leucopenia, and eosino- 
philia. Administration was stopped for 9 days and the 
untoward symptoms cleared up. The streptomycin was 
given again till a total of 36 g. had been reached, together 
with “intravenous sulphone” promin”?] and 
vitamin A. The results were surprisingly good; the 
nodules became smaller, the skin took on a pinkish tinge, 
the eyebrow, hair, and eyelashes began to grow again in 
20 days; the paraesthesiae disappeared but “ the 
disturbances of sensation persisted unchanged ” [pre- 
sumably in the anaesthetic patches]. After 15 days 
bacilli in the nasal mucosa were fewer and after 20 days 
were no longer found. The patient put on 2-9 kg. in 
weight. [No valid general deductions on the value of 
streptomycin in leprosy can be drawn from the results 
in a single case, especially as sulphone and vitamin A 
were given at the same time, but this success certainly 
calls for more extended trial. In 1947, Faget and 
Erickson reported a trial of the drug in 10 cases (/nternat, 
J. Leprosy, 1947, 15, 146). Unpleasant toxic effects were 
noticed. In the same journal (ibid., 154) Fite et al, 
reported very favourably on the use of crude preparations 
of streptomycin locally on leprous ulcers. They recorded 
success in 18 out of 19 cases of perforating ulcer of the 
foot, and in 11 out of 14 mixed cases and in the only 
lepromatous case among these patients. One-fourth of 
the perforating ulcers healed in less than a month, and 
more than two-thirds in 2 months.] H. Harold Scott 


1557. Treatment of Scarlet Fever. A Comparison of 
Gamma Globulin with Other Therapeutic Agents in 1,667 
Cases 

J. F. LANDON and S. J. JAcKsoN. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 76, 60-72, 
July, 1948. 2 figs., 8 refs. 


This study is based on 1,667 cases of scarlet fever; 
363 patients were given gamma globulin in doses of 40 ml. 
intramuscularly, and 81 were given scarlet fever strepto- 
coccus antitoxin in doses of 9,000 to 27,000 units, 
Gamma globulin had a satisfactory immediate effect in 
lowering the temperature and alleviating symptoms, and 
reduced the incidence of early and late complications. 
The toxic reactions were negligible. Scarlet fever anti- 
streptococcus antitoxin had a favourable effect on the 
initial acute phase of the disease and on the development 
of early septic complications, but it did not prevent late 
complications. There was a fairly high incidence of 
serum reactions resulting from its use. Among other 
patients treated symptomatically there was a much 
higher incidence of early and late complications. 

R. S. Illingworth 


1558. Redistribution of Body Fluids in Dysen 
Toxaemia 

R. D. SENEVIRATNE. Journal of Pathology and Bacterio- 
logy [J. Path. Bact.] 60, 609-620, Oct., 1948. 7 figs., 
17 refs. 


Shigella shigae toxin was administered intravenously 
to rabbits and the distribution of the body fluids studied 
by means of: erythrocyte counts, haematocrit readings, 
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direct measurements of blood volume by means of a 
standardized Evans blue solution, and estimations of the 
plasma protein level and extracellular fluid volume in 
an endeavour to explain the changes which occur in 
dysenteric toxaemia. Other investigations included the 
microscopical examination of various tissues. 

Reduction of blood volume and increase in extra- 
cellular fluid volume were consistently found to follow 
the intravenous injection of the toxin, the direct measure- 
ment of blood volume supporting the evidence of 
haemoconcentration provided by blood counts and 
haematocrit readings. The toxin also appeared to give 
rise to increased capillary permeability, as shown by a 
fall in plasma volume and in the total circulating plasma 
protein. The estimated increase in the volume of the 
extracellular fluid was confirmed by the presence post 
mortem of obvious oedema of the caecum and adjacent 
intestine and widespread latent oedema of other tissues. 
It was found possible to prevent these effects of vascular 
damage by the early administration of antitoxin. 

H. J. Bensted 


1559. Aureomycin Therapy in Human Brucellosis due to 
Brucella melitensis 

W. W. Spink, A. I. BRAUDE, M. R. CASTANEDA, and R. S. 
GoyTiA. Journal of the American Medical Association 
[J. Amer. med. Ass.) 138, 1145-1148, Dec. 18, 1948. 
6 refs. 


Aureomycin was administered orally to 24 patients 
suffering from acute or chronic brucellosis. Brucella 
melitensis had been isolated from the blood of each 
patient on one or more occasions. Combined treat- 
ment with streptomycin and sulphadiazine had been tried 
in 6 cases without success. As aureomycin both in vitro 
and in the experimentally infected chick embryo is less 
active than streptomycin against the B. melitensis, the 
first 16 patients in the series were treated with aureomycin 
and sulphamezathine. When exceptionally good results 
were obtained, the remaining 8 patients were given 
aureomycin alone with equally good effect. The only 
serious toxic reaction was observed with an initial 
dose of 0-5 g., a sharp elevation of temperature being 
accompanied by a fall in blood pressure. When this 
dose was reduced to 0-1 g. daily, in divided doses, reaction 
was absent or minimal. The dosage of aureomycin 
could then be gradually increased until, by the fourth 
day of treatment, the total daily dose was 2 g. The 
period of administration of aureomycin was from 9 to 
13 days. 

The immediate response to treatment was excellent. 
Every patient was afebrile within 2 to 3 days of 
commencement of therapy, and clinical recovery seemed 
equally impressive. In 2 patients, however, relapse 
occurred while they were still in hospital, each requiring 
a further course of aureomycin. A subsequent bacterio- 
logical survey of all the patients, over a period of | to 
3 months after discontinuation of aureomycin, has 
revealed positive blood cultures in 3 patients. It is 
therefore probably wise, as the authors suggest, to employ 
aureomycin in larger dosage than was here used for the 
treatment of brucellosis. T. Anderson 
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1560. Experimental Allergic Meningo-encephalitis Due 
to Brucella Infection in Rabbit and Guinea-pig. (La 
méningo-encéphalite expérimentale allergique brucellosi- 
que du lapin et du cobaye) 

Y. Poursines, F. MSALLAM, and —. HAYECK. Semaine 
des Hépitaux de Paris |Sem. Paris| 24, 2967-2973, 
Dec. 6, 1948. 11 figs. 


Brucellosis may be associated with complications in 
the nervous system, either a meningitis during the 
septicaemic phase of the disease, or a late meningo- 
encephalitis during or after convalescence or after a 
masked infection. The changes in the cerebrospinal 
fluid are characteristic, protein being increased and the 
cell count rising to 400 monocytes or lymphocytes per 
c.mm. The authors consider that the late complications 
are of an allergic antibody-antigen nature. 

In experimental studies rabbits and guinea-pigs were 
inoculated intramuscularly with living Brucella abortus 
of low’virulence. After 24 to 36 days dead bacilli were 
inoculated intracerebrally and the animals killed at 
varying intervals. A control series of animals received 
an inoculation without preliminary sensitization. In 
test animals killed 24 hours after the second inoculation 
the meningeal spaces were filled with inflammatory cells, 
mainly polymorphonuclears (some with pyknotic nuclei), 
the main incidence being in the fissures and at the base. 
The ventricular cavities were collapsed. There was no 
interstitial oedema of the brain, but the cell bodies were 


_ turgid with swollen nuclei. The reaction started as 


early as 6 hours after inoculation with diapedesis of 
polymorphonuclears from the vessels and cell changes. 
The ventricular collapse started after about 15 hours 
and lasted for 3 days; later there was ventricular enlarge- 
ment with hypersecretion of cerebrospinal fluid. In 
control animals there was much less change—a localized 
basal meningitic reaction, and swelling of the nerve cells 
and neuroglia; the changes were much less in animals 
kept for 3 days. 

The cells involved in the reaction in the test animals 
were first polymorphonuclears and eosinophils; later 
monocytes and lastly lymphocytes predominated. 
There was a necrotic focus at the site of inoculation. 
It appears that the changes are rapid and reversible, and 
mostly connected with disturbances of water metabolism 
which may be allergic in nature. 

Gwenvron M. Griffiths 


1561. Isolation of Brucella from Apparently Healthy 
Individuals . 

L. V. McVay, F. Guturie, I. D. MICHELSON, and D. H. 
SPRUNT. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 
607-608, Dec., 1948. 7 refs. 


Cultures of 34 prostates and 43 Fallopian tubes, 
removed at operation from patients free from clinical 
brucella infection, were made under conditions suitable 
for the isolation of brucella. Br. melitensis was isolated 
from one prostate and one Fallopian tube; Br. abortus 
from 2 prostates. On histological examination evidence 
of chronic infection was found in almost all the specimens 


of 
67 
of 
2, 
nl. 
‘ 
ts. 
in 
nd 
ns. : 
ti- 
nt 
ate 
of 
1er 
ch 
1 
ric 
‘i0- 
gs., 
sly 
ied 
gS, 


372 INFECTIOUS DISEASES 


removed at operation: 2 of the prostates and the 
Fallopian tube from which brucella was isolated showed 
a perivascular cuffing with mononuclear and eosinophil 
cells not observed in the other specimens. The third 
prostate from which brucella was isolated was too heavily 
infiltrated with cancer for evaluation of specific inflamma- 
tory changes. [This part of the paper is not very clear; 
the explanation is the abstracter’s.] All 4 patients 
yielding positive specimens had lived in the country in 
contact with cows and other farm animals (in one 
instance, with a cow suffering from brucellosis); all had 
consumed raw milk and all had histories of past illnesses 
resembling brucellosis. None had agglutinins to brucella 
in their serum but all gave positive skin reactions with 
brucella antigen. 

The authors consider that brucella may be carried by a 
high percentage of apparently healthy persons. 

C. L. Oakley 


1562. Epidemiology and Bacteriological and Serological 
Diagnosis of Mild Forms of Tularaemia. (Epidemiologie 
und bakteriologisch-serologische Diagnostik leicht ver- 
laufender Formen der Tularaimie) 

H. FRANK and T. WoHLFEIL. Zeitschrift fiir Hygiene und 
Infektionskrankheiten [Z. Hyg. InfektKr.] 128, 486-498, 
1948. 41 refs. 


The author describes in detail 43 proven and 8 doubtful 
cases of tularaemia among Russian civilian workers 
who lived in labour camps in Germany during the last 
war. 

In 3 of the cases Pasteurella tularensis was isolated from 
the pus recovered from the affected lymph nodes. In 
all patients the infection ran a very mild course. The 
virulence of the organism, as tested by inoculation with 
infective material or pure cultures, was very low for 
guinea-pigs and rabbits. Giemsa’s stain was found par- 
ticularly suitable for P. tularensis. The tularin skin 
test (Foshay test) was negative in 38 out of 47 cases. 
Serological tests showed that low agglutination titres 
(1 in 5 and 1 in 10) indicate a fairly recent infection. In 
14 out of 25 affected individuals (out-patients) the 
agglutination test was negative, and the test was also 
negative in 8 out of 20 in-patients. On epidemiological 
grounds it is held that in all patients, who all came from 
western Russia where tularaemia is known to be endemic, 
a latent infection with a subclinical course underwent 
exacerbation after their arrival in Germany; no cases of 
the disease were reported from among German civilians 
or rodents in an area of 600 sq. km. in which the camps 
were situated. Some details are given about cultivation 
of P. tularensis. Surgical therapy by incision of the 
enlarged lymph nodes and drainage of pus gave un- 
satisfactory results, but x-ray therapy was very useful in 
Many cases. P. Fox 


See also Sections Hygiene and Public Health, Abstract 
1053; Microbiology, Abstract 1256; Paediatrics, 


Abstract 1279. 
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1563. Cure of Skin Tuberculosis with the Antibiotic 
Aspergin. (Die Heilung der Hauttuberkulose mit dem 
Antibioticum Aspergin) 

W. Rapetzky. Zeitschrift fiir Hygiene und Infektions. 
krankheiten [Z. Hyg. InfektKr.] 128, 582-585, 1948. 4 
refs. 


In 1937 the author observed in a culture of bovine 
tubercle bacilli contaminated with Aspergillus niger that 
the mould grew preferably on colonies of tubercle bacilli, 
Stained preparations revealed that the tubercle bacilli 
had lost their acid-fastness, and no growth of tubercle 
bacilli was obtained on subculture. In fluid cultures of 
tubercle bacilli inoculated with Aspergillus niger the 
latter grew well’ on the surface and formed filaments 
reaching down to the bottom of the vessel. After 8 days 
no viable tubercle bacilli remained in the culture and 
only non-acid-fast bacilli were found on microscopical 
examination. The contents of the vessel were then 
filtered and the mycelium’'was dried. A quantitative 
analysis showed that the mycelium contained 20% 
neutral fat while mould cultures grown in the absence of 
tubercle bacilli averaged only 0-5 to 0-7%. It was 
further established that Aspergillus niger forms an 
enzyme, aspergin, capable of breaking down the waxy 
substance of tubercle bacilli. 

The isolated enzyme, aspergin, was then used thera- 
peutically in guinea-pigs with experimental skin tuber- 
culosis of 3 weeks’ standing. After removal of granu- 
lation tissue the animals received within 1 week 4 in- 
jections of 0-1 ml. aspergin subcutaneously in the vicinity 
of the tuberculous foci. While control animals died of 
generalized infection in 8 weeks, all experimental animals 
survived and when killed showed no signs of tuberculous 
infection. 

In another experiment 20 guinea-pigs were given for 
2 weeks daily subcutaneous injections of 0-1 ml. aspergin 
into a site removed from the skin foci. Sixteen of these 
animals were completely cured; in 2 tuberculous nodules 
were found in the liver when killed and 2 died of inter- 
current infection. When 0-2 ml. aspergin was adminis- 
tered for 3 weeks by stomach tube the results obtained 


were less favourable. This finding points to destruction’ 


of aspergin in the intestinal canal. No toxic effects of 
aspergin were observed. Trials in man will be carried 
out in the near future. K. S. Zinnemann 


1564. Pharmacology of p-Aminosalicylic Acid. Deter- 
mination, Distribution in the Organism, and Renal Excre- 
tion. (Zur Pharmakologie der p-Aminosalicylsaure. 
Nachweis, Verteilung im Organismus und _renale 
Elimination) 
L. RAGAZ. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 1213-1219, Dec. 18, 1948. 
3 figs., 42 refs. 


The absorption, distribution, and elimination of 
p-aminosalicylic acid (PAS) were studied in rabbits, 
estimation of PAS being carried out photoelectrically 
after condensation with p-dimethylaminobenzaldehyde. 
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[For details of the various techniques employed, the 
original paper should be consulted. ] 

In human blood, the ratio of PAS in erythrocytes to 
that in serum ranged from 1:0-15 to 1:0-42°and, the 
ratio of the amounts of PAS in whole blood to that in 
serum ranged from 1:0°6 to 1:0-75, PAS being dis- 
tributed in the erythrocytes to a much smaller extent 
than in the case of the sulphonamides. The distribution 
of the drug in the tissues of rabbits was determined and 
it was found that a larger proportion was concentrated 
in the kidneys than elsewhere. ‘ 

A comparison was made of the concentrations of PAS 
and of a sulphonamide, sulphamezathine, in the serum 
and in the urine of rabbits. After the oral administra- 
tion of 3 g. of PAS a maximum blood concentration of 
about 9-5 mg. per 100 ml. total and 6-5 mg. per 100 ml. 
free compound was found after half an hour, the curve 
declining to zero within 6 hours. A similar dose of the 
sulphonamide produced a maximum blood level of about 
14 mg. per 100 ml. in 4 hours, which had fallen only 
slightly after 8 hours. Similarly, the renal excretion of 
PAS was much quicker, the compound being almost 
entirely eliminated after 6 hours. In rabbits in which an 
experimental acidosis had been produced by the ad- 
ministration of a mixture of ammonium chloride and 
sodium phosphate, so that the pH of the urine was 
reduced from 8 to between 5-8 and 6-6, the proportion 
of acetylated PAS was very much greater. PAS was 
found to have little antipyretic action and consequently 
its effect in tuberculosis cannot be dependent solely on 
an antipyretic action. 

Careful experiments on renal clearance showed that 
Ahe clearance of free PAS was about 2:3 times greater 
than that of inulin, and that of acetylated PAS about 
2-66 times greater. The clearance was considerably 
inhibited by ‘‘ caronamide ”’. R. Wien 


1565. Chemotherapy of Tuberculosis with p-Amino- 
salicylic Acid. (Chemotherapie der Tuberkulose mit 
p-Aminosalicylsaure) 

H. STEINLIN and E. WILHELM. Schweizerische Medizi- 
nische Wochenschrift [Schweiz. med. Wschr.] 78, 1219- 
1224, Dec. 18, 1948. 6 figs., 9 refs. 


The authors have, since March, 1948, treated 106 cases 
of tuberculosis with p-aminosalicylic acid (PAS), 53 being 
given the drug orally, 37 being given local treatment, and 
16 receiving combined treatment. The ages of the 
patients ranged between 15 and 58 years, and the period 
of treatment from 2 to 7 months. Streptomycin was 
also given in 26 of the cases. Patients were chosen who 
were seriously ill and whose condition was deteriorating: 
some had been in a sanatorium for several years. The 
sodium salt of PAS was given in the form of tablets 
containing 0-3 g. of the free acid, the usual dosage being 
10 of these tablets given four times daily for periods of 
4 days, followed by an interval of 3 days without treat- 
ment. Given in this way the drug was well tolerated, so 
that in most cases continuous treatment could be given 
for about 6 months without any long intervals of non- 
medication. In renal tuberculosis the daily dose was 
reduced to 9 g. and continuous treatment given for 6 to 


8 weeks, followed by an interval of 8 to 14 days without 
treatment. It is emphasized that treatment should be 


_ continued for at least 4 to 6 months if relapse is to be 


avoided. 

Blood counts were carried out weekly and no ab- 
normalities were observed; there was no eosinophilia 
such as is encountered in streptomycin therapy. A 
dosage of 12 g. of PAS daily gave a blood concentration 
of between 2 and 16 mg. per 100 ml.—even after an 
interval of 12 hours during the night concentrations of 
0-5 to 2:5 mg. per 100 ml. were found, while after a 
single dose of 3 g. a concentration of 2 to 3 mg. per 
100 ml. persisted for about 4 hours. Somewhat higher 
concentrations were present in serum than in whole 
blood. Tubular excretion by the kidneys was rapid; 
after 6 hours about 70% of the compound was eliminated 
and after 24 hours 80 to 95%. The concentration of 
free PAS in the urine ranged from 300 to 700 mg. per 
100 mi. 

The first group of 24 patients consisted of 23 with pul- 
monary and | with renal tuberculosis. Of the pulmonary 
cases, 11 had cavities in both lungs and 9 in one lung; 
there was | case of pleural effusion and 2 cases of tuber- 
culosis of the upper air passages. A lowering of the 
temperature was the first noteworthy symptom after 
starting treatment: this did not appear to be due to a 
simple antipyretic action, since other, non-tuberculous, 
febrile conditions were uninfluenced. Of 17 patients 
who had tubercle bacilli in the sputum, 12 were rendered 
sputum-negative after 2 to 7 months’ treatment and the 
average gain in weight of the 17 during the period was 
2:1 kg. x-Ray examination showed that in 9 cases there 
was definite improvement as shown by a marked reduc- 
tion in the size of the cavities. Full case reports are 
given. 

In the second group of 26 patients who received com- 


‘bined treatment with PAS and streptomycin, 25 were 


pulmonary cases, 18 of whom had cavities in both lungs. 
For the combined treatment each patient received, in 
addition to PAS, 0-5 g. of streptomycin twice daily 
without interruption until a total dose of 100 g. had been 
given. Of 12 patients treated for 4 to 7 months, definite - 
radiological improvement occurred in 5. Of 14 cases 
treated for 2 to 3 months, 5 improved, 6 remained un- 
changed, and 3 showed slight regression; one patient 
died. Although experimental work has shown that the 
tuberculostatic action of streptomycin is increased by 
the simultaneous administration of PAS, it was difficult 
to confirm this clinically. 

Local PAS therapy was given to 53 patients, 16 of 
whom also received PAS orally for periods up to 7 months. 
This group included 47 cases of empyema of several 
years’ duration. [Initially a 20% solution of PAS was 
employed, but owing to the frequency of local reactions 
this was later reduced to 5 to 10%. The solution was 
injected intrapleurally in amounts of 10 to 20 ml. two to 
three times weekly. Tubercle bacilli were present — 
initially in the pleural effusion in 30 cases; after treatment 
for 1 to 4 months they could no longer be found in 26, 
and in half of these the effusion had become thin and 
serum-clear. This represented a definite improvement 
R. Wien 


on previous methods of treatment. 
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1566. The Treatment of Tuberculosis with para-Amino- 
salicylic Acid (Preparation “Wander 19”’). (Die 
Behandlung der Tuberkulose mit Para- Amino- Sali- 
cylsdure (Praeparat Wander 19) 

H. STEINLIN. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.] 5, 391-394, 1948. 4 figs., 3 refs. 


p-Aminosalicylic acid was used for the treatment of 
30 patients suffering from different forms, especially 
exudative, of tuberculosis. The patients received 12 to 
15 g. daily by mouth for 4 days with intervals of 3 days 
over a period of several months. Temperature and 
erythrocyte sedimentation rate fell, and appetite and 
weight increased. In cases of empyema instillation of 
the substance produced a rapid disappearance of tubercle 
bacilli. Franz Heimann 


1567. The Effect of Iron on Experimental Tuberculosis 
R. G. Biocu, G. Gomori, and M. SpERRY-BRAUDE. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
58, 671-674, Dec., 1948. 3 figs., 7 refs. 


Attempts were made to verify the reports of Menkin, 
published over the period 1931-40, that iron salts in- 
jected intravenously into rabbits would penetrate into the 
caseous centres of tuberculous areas, and would exercise 
a suppressive effect on experimental tuberculosis. 
Neither claim was confirmed. 

P. D'Arcy Hart 


1568. Action on Experimental Tuberculosis in the 
Guinea-pig of Hypervitaminosis D, Produced by Intra- 
peritoneal Injection of an Oily Solution. (Action sur la 
tuberculose expérimentale du cobaye de l’hypervita- 
minose D, par injection intrapéritonéale de solution 
huileuse) 

A. JOSSERAND, P. PICHAT, J. VIALLIER, and J. KALB. 
Comptes Rendus des Séances de la Société de Biologie [C.R. 
Soc. Biol. Paris] 142, 1126-1127, June 28, 1948. 


Intraperitoneal injections of large doses of vitamin D, 
failed to retard the development of experimental tuber- 
culosis in guinea-pigs; no unusual calcification or fibrosis 
was noted microscopically in the lesions. Indeed, this 
vitamin appeared to have an aggravating effect. 

P. D'Arcy Hart 


1569. Action of Vitamin D, in Suspension or Solution in 
Oil, Alcohol, Propylene Glycol, or Acetylamine on 
Tubercle Bacilli in Homogeneous Cultures. (Etude de 
laction de la vitamine D, en suspension ou solution soit 
huileuse, soit alcoolique, soit propyléne-glycol, soit en 
acétylamine sur le bacille de Koch en cultures homo- 
génes) 

P. PicHat, J. VIALLIER, and B. MINJAT. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol. Paris] 142, 1135-1136, June 28, 1948. 2 refs. 


Vitamin Dg, used in the vehicles stated inthe title, had 
no notable bacteriostatic or bactericidal effect on cultures 
of homogeneous-growing [? non-virulent] strains of 
P. D'Arcy Hart 


tubercle bacilli. 


1570. Action of Vitamin D, by Mouth or Injection on 
the Tuberculocidal Properties of Human Serum and Urine, 


. (Etude de l’action de la vitamine D, per os ou en injections 


sur le pouvoir bactéricide pour le bacille Koch du sérum 
sanguin humain et des urines humaines) 

P. PicHAT, J. VIALLIER, and B. MINJAT. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol. Paris] 142, 1136, June 28, 1948. 


Administration of vitamin D, by mouth or injection 
to patients over periods of up to 1 month produced no 
effect on the tuberculostatic or tuberculocidal power of 
blood or urine. P. D’Arcy Hart 


1571. Tuberculous Cavitation of the Lungs in Infancy 
with the Report of a Case- 

T. N. Nautu-Misir. Tubercle [Tubercle] 29, 277-283, 
Dec., 1948. 3 figs., 21 refs. 


The author reviews the literature and reports the case 
of an infant 10 months old, the son of a woman dying 
from miliary tuberculosis. He was referred to hospital 
in April, 1947, with ‘* chestiness ’’ and lack of appetite. 
There was a large cavity in the upper left lung with 
mottling over the remaining lung fields, some enlarge- 


ment of lymph nodes in the neck and left axilla, an . 


enlarged spleen, and a palpable liver. Tubercle bacilli 
were found in stomach washings and faeces but the 
cerebrospinal fluid was normal. During his stay in 
hospital he had repeated bouts of coughing and died 24 
days after admission after a large haemoptysis. At 
necropsy the 5 cm. wide cavity appeared continuous with 
the left bronchus and medially with a large caseating 
mediastinal lymph node. There were adhesions to peri- 
cardium and peritoneum and in the remainder of both 
lungs there was tuberculous bronchopneumonia with 
miliary infiltration. The mediastinal lymph nodes were 
involved and there was miliary spread to the liver sur- 
face and spleen and a large caseous focus in the left 
adrenal. 

The author discusses the probable sequence of events. 
Infection almost certainly occurred by inhalation and 
caused the first lesion, apparently the most chronic at 
necropsy, in the left upper lobe. Spread then occurred 
to the regional lymph node, the miliary and broncho- 
pneumonic changes following the breakdown of the 
primary focus and lymph node. Tuberculous cavities 
in infants almost never heal; death by haemoptysis is a 
rare event, the cause of death usually being tuberculous 
meningitis. W. G. Harding 


1572. Peritoneal Effusion as a Complication of Artificial 
Pneumoperitoneum 

R. C. Conen. Lancet [Lancet] 2, 1006-1007, Dec. 25, 
1948. 7 refs. 


In 8 patients out of 223 treated by pneumoperitoneum 
a peritoneal effusion developed. Four cases are quoted 
in detail, and on 3 of these patients a laparotomy was 
performed. The onset of ascites was usually accom- 
panied by pyrexia and general malaise, and in 6 of the 
8 cases tubercle bacilli were isolated from the fluid. At 
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laparotomy, the presence of adherent loops of small 
intestine and fibrinous strands points to the early develop- 
ment of adhesive peritonitis. Two of the patients became 
gravely ill when the complication occurred and convale- 
scence was slow. As the author points out, the trauma 
of pneumoperitoneum refills may give rise to peritonitis 
even in cases where the lung disease is quite quiescent. 
He stresses that refills should not be given in the presence 
of an effusion and doubts whether introduction of more 
than 800 ml. at a time is ever necessary. 
J. V. Hurford 


1573. Percentage of Permanent Diaphragmatic Paralyses 
Following Phrenicotripsy 

J. T. Harpy, W. H. BEeRGstTRoM, and R. H. BROWNING. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 58, 
646-649, Dec., 1948. 4 refs. 


The authors review 143 patients who had undergone 
phrenic crush (phrenicotripsy) and 49 [? from the same 
series] who had had a second crush operation. The 
nerve was paralysed in all cases. In the first series 
paralysis remained complete after 2 years or more in 10%, 
partial in 5%. Where a second phrenicotripsy had been 
done paralysis remained complete 2 years later in 12%, 
partial in 12%. Though the figures in the latter series 
were small, they were held to be significant. 

Permanent diaphragmatic paralysis may be due to: 
(1) failure of the phrenic nerve to regenerate, or (2) 
muscle atrophy in the diaphragm. The former may 
perhaps be avoided by dissection of the nerve from its 
sheath before crushing. That the latter can occur has 
been demonstrated by Stanbury (Amer. Rev. Tuberc., 
1934, 29, 528). J. V. Hurford 


1574. Phrenic Nerve Interruption in the Treatment of 
Pulmonary Tuberculosis. A Statistical Analysis of 
Results in 398 Patients at Trudeau Sanatorium from 1925 
through November 1947 

R. S. MITCHELL. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 58, 619-645, Dec., 1948. 14 figs., 
42 refs. 


In this article the author attempts to answer two 
questions: (1) Is phrenic paralysis a useful treatment ? 
and (2) If so, for what type of case is it useful? Of the 
398 patients studied, 45 had permanent and 353 tem- 
porary paralysis (36 had also scaleniotomy); 369 of 
them had no other initial collapse measure. Results 
were divided into “ initial’’ and final’ (patients 
followed up for 3 to 5 years). The careful statistical 
analysis is actually limited to 292 patients, in about 
50% of whom there was an initial good result, one-third 
remaining well for 3 years. Cavities were present in 
most cases, which were largely of the ‘* moderately 
advanced ”’ type. 

The author is frank about the many factors which 
make such a survey difficult. Results appeared to be 
influenced by extent or intensity of disease, size of cavities, 
presence of endobronchial disease, and activity of 
lesions in opposite lung. Good results were obtained 
with some radiologically thick-walled cavities, although 


thin walls were more susceptible. As regards location of 
disease, this was apparently of little importance, except 
that final results in basal lesions were poorer. It is 
commented that the best guide to selection of cases is 
the occurrence of progressive pulmonary contraction 
over a definite period, apd a good final result is more 
likely when there is a significant post-operative “* rise ’’ 
and when temporary paralysis is repeated often enough 
to allow of paralysis for 12 to 18 months. 
J. V. Hurford 


1575. The Pathogenesis of Minimal Pulmonary Tuber- 
culosis. A Study of 1,225 Necropsies in Cases of Sudden 
and Unexpected Death 

E.M. MEDLAR. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 58, 583-611, Dec., 1948. 5 figs., 24 refs. 


The author made a thorough search for evidence of 
tuberculous infection in pathological material derived 
from 1,225 necropsies on adults over 20 years who died 
suddenly and unexpectedly. The material (lungs, 
abdominal viscera, and associated lymph nodes) was 
carefully dissected and those cases selected for study in 
which calcified lesions were found which were believed 
to be within the limits of x-ray visualization, or which 
contained a caseous lesion, the smallest involving at least 
1 cubic centimetre of lung parenchyma, and the largest 
being within the limits of the Diagnostic Standards 
(National Tuberculosis Association) definition of 
** minimal disease”’. Focal scars alone were rejected. 
Of the 209 such cases selected, a single calcified primary 
complex was found in 105 and minimal disease in 104, 
8 of the latter being rejected subsequently as it could not 
be determined whether they should be classified as coming 
within the “primary” or reinfection’? group. 
(Classification as a case of minimal disease of ** primary ”’ 
type depended on the presence of tuberculous regional 
glands with no sign of a healed primary complex, whereas 
in the “ reinfection ’’ type at least one calcified primary 
complex, dissociated from the active lesion, had to be 
present.) 

Calcified complexes were found twice as frequently in 
subjects over 40 as in those under 40 years of age, this 
finding being almost exactly reversed in respect of the 
primary minimal lesion, while the reinfection minimal 
lesion was found ten times more often in subjects over 
40 than in the younger group. The minimal lesion was 
primary twice as frequently in negroes as in whites. The 
location of primary calcified foci followed the usual 
distribution, while 85-7°%% of primary minimal lesions 
and 93-9% of reinfection lesions lay in the upper half of 
the pulmonary radiological field. In persons under 
40 years of age, 90% of the caseous lesions found were 
primary, whereas in those over 40, 10 out of the 13 found 
were considered due to reinfection. Most of the lesions 
showed evidence of attempted repair; the author 
remarks, however, that by the time any focus attains a 
size at which it can be recognized macroscopically, 
necrosis has already occurred and in many cases local 
endobronchial metastases have also developed. 
“* Shadows caused by tuberculous lesions in the upper 
lung fields should not be interpreted as ‘ healed’ if 
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there are scattered small calcific densities, for the majority . 


of such lesions also contain unorganized necrotic (caseous). 
areas of tuberculous pneumonia”. There was no evi- 
dence that minimal disease was due to other than air- 
borne infection and the pattern was not suggestive of 
either haematogenous or lympho-haematogenous origin. 
Experiments in animals have suggested that posture 
might be a factor in the distribution of such lesions, but 
in man this is not sufficient to explain the apparent 
existence of exceptionally vulnerable areas of the lung. 
The data suggested that “‘ minimal pulmonary tuber- 
culosis in young adults is largely a primary disease ”’, and 
in this primary group there is more likely to be evidence 
of haematogenous dissemination. 

The author argues that the results of this work provide 
support for Amberson’s view (Amer. Rev. Tuberc., 1947, 
56, 267) that minimal disease, especially in young 
adults, must be taken really seriously. In addition, he 
advocates further thorough investigation of routine 
necropsy material as a means of elucidating the patho- 
genesis of tuberculosis. J. V. Hurford 


1576. Minimal Pulmonary Tuberculosis. Its Significance 
in Relation to the Age of the Patient : 
R. CHANG. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 58, 612-618, Dec., 1948. 3 refs. 


This study of minimal pulmonary tuberculosis consists 
of an analysis of 164 patients admitted to Rutland State 
Sanatorium, Massachusetts, between 1938 and 1945, 
all of whom were followed up for at least 2 years. 
The diagnosis of activity depended on the presence 
of demonstrable changes in serial radiographs, of 
tubercle bacilli in the sputum, or of both; with an 
adequately persistent search, tubercle bacilli were found 
in 90-7% of the 119 clinically active cases. Each case 
was classified according to the character of the lesion, 
20 being described as ** recent infiltrates ”’, 41 as ** fibroid 
minimal ”, and 103 as ** mixed”. Early infiltrates were 
found mainly in young patients, fibroid minimal lesions 
more often in older people—the majority of the latter 
probably having had tuberculosis long before the 
diagnosis was made. Of the mixed type, 47% were 
below 25 years of age, 39% between 25 and 38, and 17% 
over 38. All the cases with persistently negative sputum 
belonged to the apparently exudative and rapidly 
resolving type, which is possibly sometimes of doubtful 
aetiology. 

The author found that neither the erythrocyte sedi- 
mentation rate nor a “ shift to the left ’’ could be relied 
upon to give evidence of activity in minimal lesions. An 
analysis of symptomatology suggested that in older 
patients the presence of symptoms is of less importance 
in determining the activity of a lesion than in younger 
patients, although their absence in the former strongly 
suggests inactivity. Conversely, in the younger patient 
any symptom should be carefully evaluated ‘and the 
absence of symptoms in such a case should never be 
regarded as evidence of inactivity. The percentage of 
active cases was 88-9 in the group below 25 years of age, 
71-7 in the intermediate age-group, and 48-8 in the group 
above 38; progressive disease also occurred more often 


in younger patients. Despite apparently very adequate 


hospitalization, the disease became reactivated after . 


discharge in 17 of the 119 clinically active cases. It is 
argued that immediate hospitalization of the younger 
patient—but not necessarily of the older patient—is 
justifiable on diagnosing minimal pulmonary tuberculosis, 
J. V. Hurford 


1577. Streptomycin Resistance’ in Pulmonary Tuber- 
culosis 

J. CrRorToN and D. A. Mitcuison. British Medical 
Journal [Brit. med. J.| 2, 1009-1015, Dec. 11, 1948, 
6 figs., 22 refs. 


The authors discuss 13 cases of pulmonary tuberculosis 
whose treatment at the Brompton Hospital formed 
part of the Medical Research Council trials of strepto- 
mycin. 

The dose given was 2 g. a day, for 4 months in 8 cases, 
4 to 5 months in 3 cases, and 5 to 6 months in 2 cases, 
followed by an observation period of 6 to 7 months. 
The date of “ development of streptomycin resistance ” 
was taken as the first day on which a culture became four 
or more (usually considerably more) times less sensitive 
to streptomycin than the H37 Rv strain. Resistant 
strains were isolated from 12 of the 13 cases, from the 
forty-second day of treatment onwards. In each case, 
resistance usually rose fairly rapidly to a plateau and then 
remained at about the same level. After resistance 
appeared, in 3 cases isolated sensitive strains were 
obtained within 15 days but not after that time. Usually, 
the number of tubercle bacilli in the sputum diminished 
up to the date of development of resistance but thereafter 
increased. 

Correlation with clinical results was interesting. In 
cases responding well in the early stages of treatment a 
low degree of resistance developed, but in those doing 
badly greater resistance appeared. The higher the 
degree of resistance the more rapidly it appeared. 
However, only in 2 cases was there an obvious change in 
clinical course coinciding with the time when resistant 
strains were isolated, and such strains were found in 3 


patients in whom the sputum subsequently became. 


negative. 

The authors discuss the possible ways in which resistant 
strains may develop. Such strains appear to arise more 
readily in pulmonary disease, are rarely isolated in tuber- 
culous meningitis, and in guinea-pig infection are even 
more uncommon. Possibly, in human pulmonary 
tuberculosis local aggregates of bacilli tend to be larger 
and the chance of a resistant strain being present is 
greater. Another possible theory is that of “ gradients 
of antibiotic activity” due to areas relatively protected 
from streptomycin, where resistant strains would have 
more chance toemerge. The Brompton results suggested 
a possible correlation between the initial degree of 
cavitation and the time at which resistant organisms 
appeared. We are correctly reminded that there is a 
factor called “* the patient’s defences ” which plays a part 
whether streptomycin is effective or not. 

J. V. Hurford 


it 
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1578. New Method of Titration, of Streptomycin 
Sensitivity or Streptomycin Resistance of Tubercle Bacilli. 
(Nouvelle méthode de titration de la streptomycino- 
sensibilité ou de la streptomycino-résistance du bacille 
tuberculeux) 

P. Haupuroy and W. Rosset. Revue de la Tuberculose 
[Rev. Tuberc., Paris] 12, 834-839, 1948. 1 ref. 


A clinician may ask for determination of the sensitivity 
of Mycobacterium tuberculasis to streptomycin, in the 
laboratory, on isolation or during the course of treat- 
ment. The method hitherto practised of evaluating 
the behaviour of a given strain of Myco. tuberculosis to 
streptomycin yields useful information for the clinician 
at the end of 14 to 2 months. The method described, 
furnishing qualitative rather than quantitative data, 
enables this aim to be achieved at the end of 15 days. 
Essentially, the method consists in incubating three 
series of test-tubes with pathological material on Léwen- 
stein’s culture medium: (a) without streptomycin 
(controls); (6) with streptomycin (5,000 zg. per ml. of 
mixture); (c) with streptomycin (500yg. per ml. of 
mixture). The results are read in about 15 days, the 
character and nature of colonies affording means for 
evaluation of the behaviour of the tested strain to 
streptomycin. To ensure the accuracy of the test on 
solid culture medium (Léwenstein’s) the authors have 
always confirmed the results by undertaking an additional 
series of titrations with the antibiotic added to the known 
liquid culture media. H. P. Fox 


1579. 15 Months of Experience with Streptomycin in 
the Treatment of Human Tuberculosis. (La tuberculose 
humaine traitée par la _ streptomycine; 15 mois 
d’expérience) 

E. BERNARD. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk. 5, 321-333, 1948. 


The author reports on the streptomycin treatment of 
300 patients suffering from various forms of tuberculosis 
of the respiratory system and tuberculous meningitis. 
For meningitis intrathecal and intramuscular injections 
were given. The intrathecal dose was 200,000 units 
either daily or every other day, depending upon the 
reaction. The intramuscular dose was 1-5 g. in six 
divided doses over 24 hours. The majority of the patients 
were treated for 8 to 10 months. Treatment for less than 
3 months always led to relapse with signs of increased 
intracranial pressure and eye disturbances. Out of 94 
patients 25 died in the first 20 days and 46 in from 3 to 
9 months; 23 survived. 

In miliary tuberculosis the author found that out of 


. 93 patients 29 had tubercles in the choroid; 6 patients 


had some changes in the cerebrospinal fluid. An associa- 
tion of miliary tuberculosis with meningitis was fre- 
quently observed. The author uses the same dose of 
streptomycin by intramuscular injection in miliary and 
other forms of pulmonary tuberculosis as in meningitis. 
“The length of treatment is dependent upon the bacterio- 
logical and radiological findings. If the temperature 


does not fall in miliary tuberculosis a meningitis is usually 
present. Radiological improvement is noticeable in 


3 months on the average, by which time the sputum and 
gastric juice are free of tubercle bacilli. 

The action of streptomycin in lung tuberculosis is 
characterized by the fact that recent lesions show a 
tendency to improvement but old lesions do not. Very 
often a temporary success has to be supported by collapse 
therapy; whether cavities are affected is uncertain. If 
induction of pneumothorax is impossible or not efficacious 
streptomycin helps to improve the results of extrapleural 
collapse or thoracoplasty. In nearly all cases of tuber- 
culous laryngitis dysphagia disappears, but dysphonia 
takes a long time to improve, and improvement is not 
always constant and durable. Out of 67 cases the 
lesions in 23 healed and in 33 showed an amelioration; 
in 11 cases the result was negative. The pharynx, 
mucous membranes of mouth, and tongue react better 
than the larynx. Fresh lesions heal quicker than old 
ones; miliary and infiltrative-oedematous lesions show 
a greater tendency to healing than ulcerative forms. In 
tuberculous bronchitis 13 out of 21 cases responded well 
to streptomycin. Franz Heimann ~ 


1580. Streptomycin in the Treatment of Tuberculous 
Empyema. (La streptomycine dans l’empyéme tuber- 
culeux) 

E. ARNOLD. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.} 5, 365-367, 1948. 2 figs. 


Experience has shown that streptomycin in the treat- 
ment of empyema is of limited value. The author, 
however, tried this substance in cases in which a pneumo- 
thorax was complicated by a purulent effusion. In 

_3 cases he injected 0-5 g. into the cavity every day, with 
the result that in 2 cases the pus did not contain bacilli 
after 15 and 18 days, and in the third after 40 days. 
The amount of fluid decreased steadily, and the fluid 
became clear. - Franz Heimann 


1581. Clinical Experiences with Streptomycin. 
(Expériences cliniques avec la streptomycine) 

D. Micuetti. Schweizerische Zeitschrift fiir Tuber- 
kulose (Schweiz. Z. Tuberk.| 5, 371-377, 1948. 6 figs. 


The author used streptomycin only in cases of lung 
tuberculosis with rapid caseation and cavity formation 
in which there was no improvement after rest or collapse 
therapy. With the help of streptomycin he succeeded 
in shortening the time of preparation for surgical inter- 
vention and the length of stay in sanatorium. 

Franz Heimann 


1582. Some Observations on the Treatment of Pulmonary 
Tuberculosis with Streptomycin. (Quelques remarques 
sur le traitement de la tuberculose pulmonaire par la 
streptomycine) 

J. E. Wott. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.] 5, 382-385, 1948. 6 figs. 


The author treated with streptomycin 75 patients, 
most of whom were suffering from fresh exudative 
tuberculous bronchopneumonia, the rest from old 
chronic fibrotic or productive lung tuberculosis. The 
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best results were obtained in the acute and subacute 
forms of bronchopneumonia, there being notable 
regression of the clinical and radiological signs. Strepto- 
mycin was injected in | g. doses daily for at least 90 days; 
the temperature fell, and appetite and weight increased. 
Local treatment of cavities by injecting streptomycin into 
them gave results no better than those of Monaldi 
drainage. In laryngeal tuberculosis the results of intra- 
muscular injection of streptomycin were much better 
than those of local application of aerosol. After cessa- 
tion of injections relapses occurred; renewal of injections, 
even, in increased amount, produced drug-fastness. The 
author also treated 17 cases of tuberculous empyema; 
in 10 cases there was local improvement with dis- 
appearance of bacilli in the effusion but in the other cases 
the treatment was unsuccessful. Better results were 
achieved in cases of artificial pneumothorax with pleural 
effusion. 

In 2 cases of lung tuberculosis complicated by bronchial 
asthma, the latter was aggravated—probably because of 
an allergic effect—but the tuberculosis improved. 

Franz Heimann 


See also Sections Hygiene and Public Health, Abstract 


1055; Respiratory Disorders, Abstract 1391. 
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1583. The Significance of a Mercury Perchloride and 
Serum Protein Reaction in Tertian Malaria. (Uber die 
Bedeutung einer Sublimat-Serumeiweissreaktion bei der 
Malaria tertiana) 

A. WESTPHAL and H. CHEMNITZ. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. InfektKr.| 128, 561- 
581, 1948. 13 figs., 17 refs. 


A reaction involving bichloride of mercury and serum 
protein, previously described by the first of the authors, 
has been carried out during the course of acute first 
attacks of tertian malaria and during relapses of the 
same infection. 

The reaction consists of a precipitation of serum 
albumin by bichloride of mercury in a | in 10 dilution 
of serum, the dilution having been made in a mixed 
solution of 2% K,HPO, and 1:°5% dry Na,CO,;. In 
normal persons precipitation occurs in this serum dilu- 
tion when approximately 67 mg. bichloride of mercury 
per 100 ml. is added. In certain protozoal infections in 
man and. animals the percentage of the mercury salt 
required for maximal precipitation is significantly lower. 
The reaction is similar to the Takata-Ara reaction, 
though results reported with the latter differ in some 
important aspects. 

One difference is that the new reaction occurs at low 
sublimate concentrations in a much higher proportion 
of acute primary attacks of tertian malaria than in 
relapses. The Japanese author Ou (J. med. Ass. Formosa, 
1940, 39, 1825) found a higher percentage of positive 
Takata-Ara reactions in relapsing malaria but did not 
mention whether the patients were free from other 
protozoal infections. 

The greater part of the paper consists of descriptions 


of observations on patients under treatment and of 
animal experiments made with the object of assessing 
the significance of the reaction. The authors conclude 
that the reaction is not connected with antibodies against 
Plasmodium vivax, nor is it due to tissue damage caused 
by the infection. They regard the reaction in protozoal 
infections as related to stimulation of the autonomic 
nervous system which causes alterations in the labile 
serum fractions. They draw no conclusions about the 
significance in malaria infections. K. S. Zinnemann 


1584. The Use of Plasmodium vivax Preserved by 
Freezing in Inducing Malaria 

G. M. SAunpers, D. W. TALMAGE, and V. Scorrt. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.] 33, 1579-1587, Dec., 1948. 3 refs. 


Two strains of Plasmodium vivax were obtained by 
taking blood from 2 patients who had been infected in 
the South-west Pacific area two or three years before and 
had had many relapses. The blood was citrated or 
defibrinated, placed, in amounts of 2 to 4 ml., in thin 
glass ampoules about 15 by 80 mm. in size, and frozen, 
stored, and afterwards thawed as required by the method 
described in a previous paper [Abstracts of World 
Medicine, 1948, 3, 444]. By injection of thawed infective 
blood the strains were maintained by passages through a 
succession of patients. The blood was kept frozen for 
various periods from a few days to several months with- 
out losing its infectivity. 5 

Infection occurred in 40 of 46 patients—34 of 38 with 
one strain, 6 of 8 with the other. The authors consider 
the various factors which might influence the results. 
Measurable and controllable factors include strain of 
parasite, number of parasites in the blood before freezing, 
stage of development of the parasites, methods for 
preventing clotting, the speed of freezing and thawing, the 
storage temperature, and the duration of preservation. 
The incalculable and uncontrollable factors include 
host-resistance; it has not been possible to estimate how 
many parasites survive freezing, storing, and thawing. 
Analysis of the results indicated that the incubation period 
was probably related to the number of parasites which 
survived preservation, and that the younger forms 
seemed to be more resistant to freezing and thawing than 
the older forms; no other controllable factor appeared 
to affect the results. J. F. Corson 


1585. On the Ability of Plasmodium lophurae to Acquire 
Resistance to Chlorguanide, ‘‘ Camoquin ’’ and Chloro- 
quine 

P.E. THompson. Journal of Infectious Diseases {J. infect. 
Dis.} 83, 250-255, Nov.—Dec., 1948. 15 refs. 


White Leghorn chicks, 4 to 8 days old, were infected 
with Plasmodium lophurae by intravenous injection of 
parasitized blood and were allowed to feed ad lib. on food 
containing one or other of the drugs to be tested— 
chlorguanide (‘‘ proguanil ’’), chloroquine, and “* camo- 
quin ” (which is 4-(7-chloro-4-quinolylamino)-«-diethyl- 
amino-o-cresol). Feeding was begun 18 to 24 hours 
before infection and the chicks were afterwards kept in 


lig 
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light and darkness alternately for 4-hour periods during 
the 211 days of the experiment in order to maintain a 
constant blood level of the drug. Passages were made 
by subinoculation of blood of the treated chicks twice a 
week, with when possible 10° parasites per g. of body 
weight, the effect of the drug being judged by the pro- 
portion of parasites seen in stained blood films at the 
height of the parasitaemia as compared with the pro- 
portion in untreated chicks infected with the parent 
strain, and by the appearance of the parasites. The 
dosage of the drugs was so selected as to produce 
suppression of about 50% of the parasites in the peripheral 
blood. The salts used were the dihydrochloride dihy- 
drate of “‘camoquin’’, chloroquine diphosphate, and 
proguanil hydrochloride, together with quinine 
hydrochloride, pamaquin monohydroiodide, and mepa- 
crine dihydrochloride. The feeding arrangements per- 
mitted the amount of drug eaten to be estimated. 

When the diet contained 0-001 or 0-0013% of 
camoquin in the early passages the parasites were 
readily damaged, their pigment appearing as a homo- 
geneous greenish-yellow or bronze circular area instead 
of as refractile granules, the effect resembling that of 
chloroquine and mepacrine, but a slightly higher dosage 
had to be used in the later passages. 

When the diet contained 0-002% of chloroquine 
(60 passages) no increase of resistance resulted. 

Proguanil in a strength of 0-00155% in the diet 
suppressed about 50% of the parasites at first, but after 
8 passages (28 days) 0-002% was necessary and after 
60 passages 0-01% had little effect—a ten-fold increase of 
resistance. The parasites showed a gradual adaptation 
rather than sudden increases of resistance. The resistant 
parasites had a normal appearance whereas in the 
susceptible strain inhibition of chromatin division was 
observed in the large asexual parasites although the 
gametocytes were unaltered. The resistant parasites 
were susceptible to pamaquin, quinine, mepacrine, 
chloroquine, and camoquin. The effect of the drugs 
on the parasites after passage through mosquitoes could 
not be tested. J. F. Corson 


1586. Effect of Quinine Treatment of the Host upon the 
Carbohydrate Metabolism of the Malarial Parasite 
Plasmodium gallinaceum 

J. W. Mourper. Journal of Infectious Diseases [J. 
infect. Dis.] 83, 262-270, Nov.—Dec., 1948. 2 figs., 
26 refs. 


Chickens weighing 1-5 to 2 kg. were infected with 
Plasmodium gallinaceum by intravenous injection of 
infected blood, and 20 mg. per kg. body weight of 
quinine was later injected intravenously. Blood was 
taken from a vein before and 24 hours after the quinine 
injection and the carbohydrate metabolism of the washed 
parasitized erythrocytes in the 2 samples determined and 
compared, the morphological changes being observed in 
Giemsa-stained blood smears. When the quinine was 
injected just before the crisis the rate of decline in the 
number of parasites was little affected, but their growth 
was much retarded and many degenerate forms were 
produced. 
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The metabolic changes are summarized thus by the 
author. “The intravenous administration of 20 mg. 
quinine per kg. body weight to chickens parasitized with 
Plasmodium gallinaceum is followed by statistically 
significant changes in parasite metabolism: (1) The rate 
of glucose utilization is increased. (2) The rate of 
pyruvate utilization is decreased. (3) The oxygen/glucose 
ratio is lowered. (4) The increase in oxygen uptake 
upon addition of glucose, lactate, or pyruvate is decreased. 
On the basis of previous studies on the mechanism of 
glucose oxidation in P. gallinaceum, these changes 
indicate that the anaerobic breakdown of glucose to 
pyruvate is unaffected by quinine, while the complete 
aerobic oxidation of pyruvate is inhibited by the drug. 
The inhibition of carbohydrate metabolism of P. 
gallinaceum produced by quinine treatment of infected 
chickens is qualitatively the same as inhibition produced 
by a comparable concentration of quinine in vitro. The 
effect of quinine upon the metabolism of the parasites is 
irreversible.” The experiments, which were carried out 


in the Departments of Bacteriology and Parasitology and. 


Biochemistry of the University of Chicago, are described 
in detail and the results are shown in 3 tables of figures 
and 2 charts. J. F. Corson 


1587. The Blood Picture in Malaria, (Das Blutbild 
bei Malaria) 

L. Popper. Klinische Medizin [Klin. Med., Wien] 3, 
913-918, Dec., 1948. 


Blood pictures in 595 cases of malaria occurrring in a 
country with endemic malaria (Bolivia) were analysed, 
Giemsa—Romanowsky staining being employed. In 
subacute and chronic cases characteristic changes were 
regularly found, either in the erythrocytes (anisocytosis, 
poikilocytosis) or in the leucocytes (monocytosis over 
12%, lymphocytosis over 30%) or in both. An absolutely 
normal blood picture is never found in chronic malaria. 
Monocytosis over 15% is very suggestive of malaria but 
occurs only in a third of the cases. In recent malaria 
the same changes occur but are not so constant. 

O. Neubauer 


1588. Naphthoquinone Antimalarials. XXI. Antisuc-° 


cinate Oxidase Activity 
H. HEYMANN and L. F. Fieser. Journal of Biological 
Chemistry [J. biol. Chem.] 176, 1359-1362, Dec., 1948. 


The authors, working in the chemical laboratory of 
Harvard University, have investigated, in further detail, 
the probable parallelism between in vivo activity in 
inhibiting the respiration of succinate oxidase and anti- 
malarial activity, assessed by assays in ducks. The 
inhibitory effect of naphthoquinones on mixtures of 
** cytochrome C ”’ and dehydrated succinate oxidase from 
beef heart in a phosphate buffer containing sodium 
succinate was studied manometrically according to the 
technique of Ball et al. (J. biol. Chem., 1947, 168, 257). 
With increasing age of the enzyme preparation more and 
more drug was required to produce a 50% inhibition of 
the oxygen consumption—an effect attributable to anta- 
gonism of drug action exerted by the increased amounts 
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of enzymatically inert protein in old preparations. The — 
drug activity was expressed as the concentration (by 
weight) necessary to cause a 50% inhibition of respiration 
{LD 50). The in vivo activities against Plasmodium 
lophurae in ducks were reported in terms of the effective 
dose (ED 95) (mg. per kg.) required to produce a 95% 
reduction in parasitaemia. 

Some correlations between inhibitory power and anti- 
malarial activity were observed in a sharply defined series 
of compounds with normal and isoalkyl side chains in 
which the activity increased with increasing carbon con- 
tent and the 4 compounds of highest anti-respiratory 
activity all had side chains of high carbon content 
to However, when the results were considered 
as a whole, obvious discrepancies were observed between 
the in vitro and in vivo activities and the authors concluded 
that inhibition of the succinate-oxidase system does not 
appear to provide a reliable guide to antimalarial activity 
in vivo. . Malcolm Woodbine 


1589. Naphthoquinone Antimalarials. XXII. Relative 
Antirespiratory Activities (Plasmodium lophurae) 
L. F. Frester and H. HEYMANN. Journal of Biological 
Chemistry [J. biol. Chem.] 176, 1363-1370, Dec., 1948. 
1 fig. . 


The authors determined the biological activities of an 
extensive series of 82 compounds. The method used was 
based on the procedure of Wendel (Fed. Proc., 1946, 5, 
406) which had been applied previously in determining 
the inhibition of respiration of parasitized erythrocytes 
induced by 2-hydroxy-3-alkyl-1 : 4-naphthoquinones, in 
studying the naphthoquinone-protein interactions, and in 
the investigation of metabolic drug de-activation. The 
anti-respiratory activity of the several series of compounds 
was compared with that of ‘‘M-1916 ” (2-hydroxy-3(y- 
cyclohexylpropyl)-1:4-naphthoquinone and the relative 
potency reported on a molar basis calculated from the 
ratio, IC59”" (M-1916)/IC;9” (quinone studied), where 
IC,” is the molar concentration required to reduce res- 
piration by 50%. For comparison with the molar in vitro 
activities in inhibiting the respiration of parasitized blood 
cells, figures are given for molar in vivo activities against 
Plasmodium lophurae in the duck (also relative to M-1916) 
on a basis of ED 95 values (the effective dose required to 
produce 95% reduction in parasitaemia). The results 
showed that the in vitro test affords a reliable means of 
preliminary screening as there is no instance of high in 
vivo activity which is not reflected in high potency in the 
in vitro test among the 82 compounds studied. Although 
the two manifestations of biological activity are not 
parallel, the authors submit new compounds for assay 
only if-they are highly active as respiration inhibitors. 

Malcolm Woodbine 


1590. Splenectomy in Kala-azar 
T. C. Morton and J. N. C. Cooxe. Lancet [Lancet] 2, 
920-923, Dec. 11, 1948. 2 figs., 12 refs. 


The authors describe 3 cases. The first was that of a 
man, recently returned from India, who had spleno- 
megaly, anaemia, and leucopenia. No leishmaniae were 
found in a sternal-marrow smear, but were found in the 


smears from the cut surface of the spleen after splenec- 
tomy. The patient was subsequently given 14-2 g. of 
“* pentostam ” and eleven blood transfusions and made a 
good recovery. The second case was that of a soldier 
who had served for three years in the Sudan and the 
Mediterranean littoral. He had prolonged pyrexia and 
an enlarged spleen and, although no leishmaniae were 
found, was treated with two courses of “ neostibosan ”, 
Splenectomy was ultimately performed, and leishmaniae 
were demonstrated in smears from the cut surface of the 
spleen. A course of ‘* neostam ”’ was given after splenec- 
tomy and he made a complete recovery. The third 
patient developed kala-azar in Calcutta in December, 
1945. Leishmaniae were found in the sternal marrow, 
and he was given a course of “ urea stibamine ”’, which 
was followed by immediate improvement. On arrival 
in England in April, 1946, he had an enlarged spleen but 
no other evidence of kala-azar. A course of 3-6 g. of 
** pentostam forte ’’ was given, and subsequently, because 
sternal-marrow smears again showed leishmaniae, a 
second similar course. Splenomegaly persisted and he 
was given a course of 4-32 g. of pentamidine isethionate. 
Following this, leishmaniae were recovered on culture 
of the marrow and he had further treatment with various 
antimony preparations and with pentamidine but, after 
initial improvement, his spleen again became enlarged 
and leishmaniae were obtained on splenic puncture. A 
course of “‘ carbostibamide”’ was begun, in the middle 
of which splenectomy was performed, and this was 
followed by a short course of intravenous pentamidine. 
Six months later he was in perfect health. 

It is suggested that splenectomy should be considered 
in selected drug-resistant cases of kala-azar, and that the 
operation should be followed by a further course of 
chemotherapy. Geoffrey McComas 


FUNGUS INFECTIONS 


1591. North American  Blastomycosis 
Disease). I. A Study of the Disease from a Review of the 
Literature 

R. A. Starrs and M. O. Kotz. Archives of Internal 
Medicine [Arch. intern. Med.] 82, 1-28, July, 1948. 
11 figs., 27 refs. 


1592. North American Blastomycosis  (Gilchrist’s 


Disease). II. An Analysis of Canadian Reports and 


Description of a New Case of the Systemic Type 

R. A. Starrs and M. O. Kotz. Archives of Internal 
Medicine [Arch. intern. Med.| 82, 29-53, July, 1948. 
12 figs., 12 refs. 


North American blastomycosis, due to infection with 
the fungus Blastomyces dermatitidis, is a chronic forma- 
tion of suppurative and granulomatous lesions in any 
part of the body, but especially in the skin, bones, and 
lungs. Known also as Gilchrist’s disease, the malady 
may be divided into two clinical types—the cutaneous 
or chronic form, and the disseminated form of fulminating 
general infection with fatal invasion of the lungs. 

Owing to the fact that the fungus has a saprophytic 
existence on plants, stablemen and agricultural workers 
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are liable to the disease. The chronic cutaneous lesion 
js an ulcerative granuloma first seen on the exposed skin 
or mucosa at the site of an abrasion. The systemic 
illness, brought about by ingestion or inhalation, may be 
acute or subacute and may mimic tuberculosis, pulmonary 
abscess, or new growth. Diagnosis is established by 
recalling that a multiplicity of lesions affecting the lungs, 
bones, and skin at least suggests a mycotic illness; by 
identification of Blastomyces dermatitidis in the pus, 
smears from the granulomatous lesions, or sputum; and 
by complement-fixation tests. Treatment is unsatis- 
factory, but certain granulomatous lesions respond to 
jodides and the judicious use of radiotherapy, vaccines, 
and surgery. 

[These articles are well illustrated by reproductions of 
photographs showing the morphology and cultural 
characteristics of Blastomyces dermatitidis.} 


G. F. Walker 
1593. Studies on Coccidioides immitis. TI. Com- 


parative Mycology of Argentine and North American 
Strains. (Estudios sobre el Coccidioides immitis. II. 
Estudio micologico comparativo de las cepas argentinas 
y norteamericanas) 

P. NeGroni. Revista Argentina de Dermatosifilologia 
[Rev. argent. Dermatosif.] 32, 219-231, July—Dec., 1948. 
4figs., 7 refs. - 


Working at the Instituto Bacteriolégico “* Malbran ”’, 
Buenos Aires, the author studied the mycology of 3 
Argentine and 8 North American strains of Coccidioides 
immitis. Micromorphological characteristics were 
studied in preparations obtained from cultures in solid 
and liquid media, and by examination every 24 hours of 
a culture of C. immitis on a block of Stanford’s solid 
medium, using Guéguen’s fluid. The culture material 
was reduced to a pulp by grinding in a sterile mortar and 
planted out on a Petri dish marked out in 8 to 10 sectors 
by a series of radiating grooves, as in Orskov’s technique. 
Material for the study of the physiological characteristics 
was obtained from the mycelium developed in a syn- 
thetic medium, which was a slightly modified form of that 
used by the U.S. Bureau of Animal Industry for the 
preparation of tuberculin. After 20 or more days the 
pellicle was extracted, ground to a pulp, washed with 
physiological saline solution, and centrifuged. The 
actions of different carbon and nitrogen compounds were 
studied by using the technique described by Baker and 
Smith (J. infect. Dis., 1942, 70, 51). The auxanographic 
method of Beijerinck was also used. 

Only minor variations in the morphological and physio- 
logical’ characteristics were found. Colonies were 
velvety or cotton-like, zonate or hemizonate, and whitish, 
although on solid media containing 1% fat some strains 
developed a brown mycelium. Mineral culture media 
favoured entospore formation. 
ture for growth was 30°C. All strains utilized mono- 
saccharides and sodium acetate better than other carbon 
compounds, and all utilized animal and vegetable fats 
and simple nitrogen compounds such as ammonium 
chloride. Hydrogen sulphide, indol, and acetyl-methyl- 
carbinol were not formed, nor were nitrates reduced to 
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nitrites. All were proteolytic, and some _ strains 
haemolysed rabbit erythrocytes. Inoculation of guinea- 
pigs with the different strains produced a species-specific 
cutaneous allergy, but no strain specificity. 

René Méndez 


1594. Studies on Coccidioides immitis. IV. Virulence 
of Strains ‘and its Relation to Mycological Characters. 
(Estudios sobre el Coccidioides immitis. IV. Virulencia 
de las cepas y su relacién con los caracteres micolégicos) 
P. NEGRONI and D. Vivo. Revista Argentina de 
Dermatosifilologia [Rev. argent. Dermatosif.| 32, 239- 
244, July-Dec., 1948. 1 fig. 


The authors studied the effects of 3 native and 8 North 
American strains of Coccidioides immitis inoculated into 
a series of 65 guinea-pigs, to discover whether there was 
any relation between the virulence of the various strains 
and their cultural characteristics. The cultural technique 
employed was that described in a previous paper (see 
Abstract 1593). Doses of 1 and 10 mg of the material 
were inoculated into guinea-pigs of approximately equal 
weight. 

The virulence of the strains was found to be variable 
and no constant relation could be found between the 
amount inoculated and the survival time or the extent 
of lesions produced. Nor was any relation found 
between virulence and such mycological characteristics 
as abundance of entospores or aerial mycelium. Material 
obtained from human lesions was found to be more 
virulent than that obtained from cultures (this is to be 
the subject of further and more detailed investigations). 

The differences in the resistance of different guinea- 
pigs to experimental infection with C. immitis appeared 
to depend primarily on individual factors, and only 
secondarily on factors inherent in the cultures used. 

René Méndez 


1595. Studies on Coccidioides immitis Rixford and 
Gilchrist. V. First Investigations on the Existence of 
Endemic Coccidioidomycosis in Argentina. (Estudios 
sobre el Coccidioides immitis, Rixford y Gilchrist. 
V. Primera investigacién sobre la existencia_de una 
endemia de coccidioidomicosis en la Argentina) 
P. NEGRONI, C. A. N. DAGLIO, and C. BRIZ DE NEGRONI. 
Revista Argentina de Dermatosifilologia [Rev. argent. 
Dermatosif.| 32, 250-263, July—Dec., 1948. 8 figs., 
25 refs. 


Following the examination in October, 1947, of a case 
of generalized coccidioidomycosis in which it appeared 
from the history that infection had occurred in Rio 
Colorado (Territorio Nacional de Rio Negro), the authors 
conducted an investigation into the existence of an 
endemic mycosis in the Argentine, observing the intra- 
dermal reaction to Stanford-type standardized coccidio- 
idin diluted to 1 in 100, in 2,065 primary-school children 
of both sexes between 6 and 15 years of age. 
~ The results were read, generally at the end of 24 hours, 
in 1,834 children only and, in the various areas covered, 
were as follows: General Conesa: 7:48% positive, 
1:57% doubtful; Rio Colorado: 10-26% positive, 


5-41% doubtful; Choele Choel y la isla: 7-56% positive, 
4-53% doubtful; Stefenelli and General Roca: 1% 
positive, 1-66% doubtful; Neuquén: 4-34% positive, 
5-63% doubtful. Many of the positive reactions seen in 
the Rio Colorado were very marked and were accom- 
panied in one case with general symptoms (chiefly fatigue). 
No relation to sex was found, but there was a definite 
relation to age with a maximum incidence of positive 
results between 10 and 11 years. 

The area investigated has a dry climate corresponding 
to that of the steppe, and it is probable that other dry 
sierras and campos are included in the endemic area as 
2 clinical cases have been recorded in the province of 
Cérdoba. The authors therefore recommend irrigation 
of the soil as a means of control of endemic coccidioido- 
mycosis. René Méndez 


1596. Studies on Coccidioides immitis Rixford and 
Gilchrist. VI. Second Communication on Endemic 
Coccidioidomycosis in Argentina. (Estudios sobre 
Coccidioides immitis Rixford y Gilchrist. VI. Segunda 
contribucion al estudio de la endemia coccidioidomicética 
Argentina) 

P. NEGRONI and C. BrRIZ DE NEGRONI. Revista Argentina 
de Dermatosifilologia |Rev. argent. Dermatosif.| 32, 264— 
266, July—Dec., 1948. 3 refs. 


In this paper the authors give the results of the intra- 
dermal inoculation (with 0-2 mg. of standardized 
Stanford-type coccidioidin diluted 1 in 100) of 305 
adult in-patients at the Hospital Ramos Mejia in Buenos 
Aires. The diagnoses are not specified, but it is stated 
that all the patients were suffering from non-mycotic 
conditions. 

Reactions were read after 24 hours and were con- 
sidered positive if the red zone of infiltration exceeded 
0-5 cm. in diameter. 

The reaction was positive in 25 cases (8-:19%) and 
doubtful in 12, 11-53% of the 130 females being positive, 
as compared with 5-71% of the 175 males. 

The majority of patients giving positive reactions came 
from the south and west of the province of Buenos Aires, 
indicating the existence of another focus of endemic 
coccidioidomycosis in the dry zone of the sierras and 
mountain slopes, probably continuous with that in the 
dry zone of the steppe. René Méndez 


RHEUMATIC FEVER 


1597. Orally Administered Penicillin in Patients with 
Rheumatic Fever 

B. F. MASssELL, J. W. Dow, and T. D. Jones. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
138, 1030-1036, Dec. 4, 1948. 7 refs. 


Penicillin was given in the form of buffered tablets one 
hour before meals in doses of 300,000 to 1 million units 
per day, for 10 days, to patients with rheumatic fever in 
whose throat haemolytic streptococci had been found. 
The organisms were eradicated from the throat in 28 
(75:7%) of 37 cases. Failure to eradicate the organisms 
in the remaining cases could not be ascribed to the 
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development of penicillin-resistance or to other known 
factors. The organisms were suppressed during the 
period of treatment in all but 21% of the cases. The 
prompt treatment of active streptococcal infection and 
the reduction in the streptococcal carrier rate did not 
prevent the spread of streptococcal infection among 
ward patients. In 10 clinical and 5 subclinical infections 
with group A haemolytic streptococci treated promptly 
with oral or intramuscular penicillin, no recurrence of 
rheumatic fever occurred. Though it was realized that 
other factors might explain this, it was felt that this free- 
dom from relapse was worthy of further investigation, 
The possible value of prophylactic oral penicillin in the 
prevention of rheumatic fever by this suppression of 
haemolytic streptococcal infections is discussed. 
R. S. Illingworth 


1598. Rheumatic Infection in Childhood: Fifteen to 
Twenty Year Follow-up. Caution Against Early Ambulant 
Therapy 

R. AsH. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 76, 46-52, July, 1948. 3 figs., 
8 refs. 


A series of 331 rheumatic children was followed up for 
15 years after the onset of the infection, and 150 children 
for 20 years after onset. At the end of 15 years 55:9% 
were leading a normal existence, 4-5% were limited in 
activity, and 37-4% had died of rheumatic infection or 
bacterial endocarditis. Of the 150 children who were 
followed up for 20 years, 52-6% had died, 41-3°% were 
leading a normal existence, and 3-3°% were suffering from 
congestive heart failure. [According to the table 55-3% 
have died.] The incidence of carditis and of deaths 
within the first 10 years was greater among those taken 
ill during the period 1923 to 1927 than during the years 
1928 to 1932, and least of all among those taken ill 
during the years 1933 to 1937. The author argues that 
the more prolonged period of rest in bed employed in 
recent years is a more important factor iri this improve- 
ment than spontaneous changes in the character of the 
disease. [Spontaneous changes in the character of 
diseases due to infections are so important that it is 
never wise to make deductions about the effect of 
treatment by comparing the mortality rate in one period 
with that in another.] R. S. Illingworth 


1599. Salicylate Medication in the Treatment of Acute 
Rheumatism in Childhood. Study of Salicylate Levels in 
the Blood. (La medicacién salicilada en el tratamiento 
de la enfermedad reumatica del nifio. Estudio de los 
neveles salicilémicos) 

B. D. Correa. Arquivos Brasileiros de Cardiologia 
L4rch. brasil. Cardiol.] 1, 285-306, Dec., 1948. 12 figs., 
25 refs. 


The author traces the history of the treatment of 
rheumatic fever with sodium salicylate and draws special 
attention to the work of Coburn (Bull. Johns Hopk. Hosp., 
1943, 73, 435) on the estimation of salicylate in the serum. 

Serum salicylate levels were estimated by the author in 
56 cases of rheumatic fever in children, who received the 
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drug by mouth, intravenously, or by rectum, the method 
of estimation used being that of Ayala (Rev. argent. 
Reum., 1947, 12, 60) in which salicylic acid is liberated 
by hydrochloric acid, extracted by an organic solvent 
containing chloroform, and estimated colorimetrically. 
Given by mouth, the concentration of the drug in the 
blood reached its maximum in 14 to 2 hours, and fell 
to a low level within 4 hours; the addition of sodium 
bicarbonate tended to lower the serum salicylate level. 
Given intravenously, the drug reached a high con- 
centration within 20 minutes, the level falling slowly in 
the following 4 hours. Rectal administration of 
salicylate resulted in a moderate serum concentration 
in 30 minutes, gradually rising to a maximum in 3 hours. 
The daily dose of salicylate varied from 0-1 to 0-2 g. per 
kg. body weight and with this dosage serum values of 
150 to 250 mg. per 100 ml. were obtained. This con- 
centration of salicylate was clinically effective, and 
values between 250 and 325 mg. per 100 ml. were even 
more effective, but above 325 mg. per 100 ml. toxic 
manifestations appeared, mild cases tolerating the drug 
better than severe ones. The response to treatment was 
measured by the fall in the erythrocyte sedimentation 
rate and by symptomatic improvement. 

The author discusses various theories of the mode of 
action of the salicylates, with special reference to the 
possible inhibitory action of salicylate on the diffusion 
of hyaluronic acid, which may be responsible for damage 
to fibrous tissue; he also mentions the action of p- 
aminobenzoic acid in retaining salicylate within the body. 

Paul B. Woolley 


1600. The After-history of Juvenile Rheumatism Patients 
C. WooprorrE ANDERSON. Medical Officer (Med. 
Offr.| 80, 261-264, 273-276 and 285-287, Dec. 11, 18, 
and 25, 1948. 


An inquiry was made into the general health, recréation, 
and national service record of individuals who not less 
than 15 years previously had been treated in a hospital 
for children suffering from juvenile rheumatism. Cases 
were unselected and included all forms of juvenile rheu- 
matism. The inquiry was carried out in the homes by 
nurses and is therefore not clinical but rather correlates 
subsequent health with previous clinical findings in 
hospital. Out of 244 cases treated 167 were reported 
upon. 

The commonest forms of rheumatism treated were 
rheumatic pains and chorea. In one-third of cases 


admitted to hospital the heart was normal, in one-third 


very slightly abnormal, and in one-third definitely in- 
volved. Three months’ stay in hospital raised the 
number of normal hearts from 50 to 87. However, the 
condition in a few cases deteriorated and there was 
evidence of severe heart disease on discharge from 
hospital. Of 167 patients reported upon 21 had died. 
Of the remainder 108 were in good, 32 in fair, and 6 in 
bad health. Seven groups (A to G) were made for 
purposes of analysis. 

Group A—63 married females. Of 63 discharged 
from hospital with a normal heart, 44 were in good, 16 in 
fair, and 3 in bad health. Nine reported no pregnancies 


since marriage. In the remaining 54, 102 pregnancies 
had resulted and health was good in 45, fair in 6, and bad 
in 3. There were 81 normal births, 7 miscarriages, 
5 stillbirths; 9 were not yet confined. All patients were 
engaged in strenuous or moderate full-time work before 
and/or after marriage. No patient reported incapacity 
for work; 50% took an active part in sport. 

Group B—29 unmarried females. General health was 
reported good in 18 cases, fair in 10, and bad in 1; 
28 were occupied full-time and 50% enjoyed active 
recreation. 

Male patients in groups C and D were with one 
exception all engaged in full-time strenuous or moderate 
work; they took part in sport in all but 13 cases. Group 
C—39 males fit for war service. Of these 31 served 
abroad in all theatres of war. In all 39 general health 
was reported good. All were fully employed in strenuous 
work and the majority were active sportsmen. Group D 
—15 males exempt from war service. Althoughexempted 
from war service, only 2 reported bad health and with 
one exception, an arthritic cripple, all were capable of 
heavy or moderate full-time work and over 60% were 
active sportsmen. Only 5 claimed exemption from war 
service on grounds of rheumatism or heart disease. 

Group E—21 deceased (9 males and 12 females). 
Eleven deaths were reported due to heart disease. Only 
one of these patients had had a normal heart when first 
examined. Six already had a moderate degree of 
established heart disease when their rheumatism was 
first discovered. The result of this unfortunate delay 
in the early recognition and treatment of juvenile rheu- 
matism is indicated by the progressive deterioration in 
the condition of these patients, 9 of whom were already 
suffering from severe heart disease by the time they left 
school. All had died by the age of 244 years. 

Groups F and G—71 untraced males and females and 
6 incompletely reported upon. To meet the criticism 
that these groups might include greater number of more 
severe cases of rheumatism or heart disease statistical 
tests were applied. These showed no significant difference 
as regards either the form of rheumatism or the condition 
of the heart compared with other groups. 

The author concludes that “‘ early treatment consisting 
mainly of rest in a happy and homely environment can 
effect a considerable reduction in the number of cases of 
juvenile rheumatism showing cardiac involvement. The 
subsequent health of the majority of patients who had 
suffered from juvenile rheumatism and who received 
appropriate rest treatment and supervision during 
childhood was good. By far the greatest proportion of 
deaths occurred in patients who already had developed 
moderately severe degrees of heart involvement before 
coming under the care of the rheumatism schemes. 
Careful medical supervision of school-children showing 
early manifestations of juvenile rheumatism with 
adequate facilities for prolonged rest where necessary to 
avoid the development of heart disease must be given 
high priority as essential features in schemes for 
preventive medicine of the future.” 

J. Greenwood Wilson 


See also Section Locomotor Disorders, Abstract 1485. 
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History of Medicine 


1601. Jacme D’Agramont and the First of the Plague 

Tractates 

C.-E. A. WinsLow and M. L. DuRAN-REYNALS. Bulletin 

of the History of Medicine (Bull. Hist. Med.] 22, 747-765, 
Nov.-—Dec., 1948. 30 refs. 


The full history of the Pestschriften has yet to be 
written. The authors of this paper deal with what is 
probably the first of these many tractates. They describe 
its printing in 1910 by Roca and Arderiu, and include a 
long quotation by Arderiu describing the actual discovery 
of the document. They note the first recognition of its 
importance by Klebs and also its misquotation by 
Sudhoff. They then discuss the confusion of Jacme 
D’Agramont with the author of another important 
plague tractate, Johannes Jacobi of Montpellier. The 
three chief versions of Jacobi’s work are briefly discussed 
together with Klebs’s notes on him. The reprints of 
his original work and the pirated Canutus text are noted. 

The main part of the paper consists of a detailed 
abstract with commentary on Jacme’s work, which 
contains an introduction and six main “ articles’’. The 
introduction deals with the properties of air and its 
corruption. The first article defines “* pestilence ’’, the 
second discusses factors favourable to an epidemic, the 
third enumerates the (astronomical and meteorological) 
signs of the plague, the fourth discusses the way in which 
the body is affected, the fifth gives a regimen for preven- 
tion and cure, and the sixth, which is of especial interest 
and is extensively quoted, deals with “* moral pestilence ’’. 

Finally, an attempt is made to define the characters of 
Jacme D’Agramont and Jacobi of Montpellier as 
revealed by their respective works. Jacobi is seen as a 
conscientious and observant practitioner though devoid 
of originality and speculative power, Jacme as the 
learned physiologist and philosopher. The suggestion 
that these two may have been father and son is rightly 
dismissed by the authors. Calvin P. B. Wells 
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M. B. AsBeLL. Bulletin of the History of Medicine [Bull. 
Hist. Med.] 22, 812-821, Nov.—Dec., 1948. 7 figs., 
26 refs. 


1603. Vitamin A Deficiency and the Skin in Retrospect. 
An Historical Search into Nosological Antecedents 

C. N. Frazier and W. L. MARMELSZADT. Bulletin of 
the History of Medicine [Bull. Hist. Med.| 22, 766-795, 
Nov.-Dec., 1948. 6 figs., 39 refs. - 
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Sechenov; Hughlings Jackson; Pavlov 

B. P. BaBKIN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 520-535, Nov., 
1948. 15 refs. 


1605. The Development of X-ray Diagnosis in Orthopedic 


Surgery 
W. G. Stuck. Southern Medical Journal [Sth. med. J, 
41, 965-971, Nov., 1948. 10 figs., 44 refs. 


1606. Care of the Aged in England. From Mediaeval 
Times to the End of the 16th Century 

S. R. BuRNsTEIN. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 738-746, Nov.—Dec., 1948. 35 
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1607. The Hépital Saint-Lazare in Paris: Its Past and 
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1608. Archibald Menzies, 1754-1842 
J. J. Keevit. Bulletin of the History of Medicine (Bull. 
Hist. Med.} 22, 796-811, Nov.—Dec., 1948. 40 refs. 


This article outlines the main events and achievements 
in the life of Archibald Menzies, physician, surgeon, and 
botanist. It describes his career in the Royal Navy, in 
which he maintained a balance between being an orthodox 
naval surgeon and an independent scientific investigator, 
a balance so precarious that he only just escaped a court 
martial. Early in his career he collected seeds in the 
West Indies and sent these to Sir Joseph Banks, with 
whom he ‘later became very friendly. His first circum- 
navigation of the world began in 1786, his second, in 
1791, in Vancouver’s expedition. These voyages are 
described in considerabie detail and the author is careful 
to record the places in which published and typescript 
parts of Menzies’s journal can be found. Menzies is 
noted as a geographical eponym of some importance on 
the north-west coast of America, and some of his 
botanical discoveries and importations are reviewed. 
{His introduction of the hideous monkey puzzle tree, 
however, might well have been forgotten and forgiven 
him.] His researches into fumigation control of typhus 
epidemics in both the British and Russian fleets are 
mentioned. From 1802 he settled down to become a 
busy and successful physician in London but this period 
of his life is much less well documented than the earlier 
years, although a large number of his letters has survived, 
especially those exchanged with Sir James Smith, the 
founder of the Linnean Society. Throughout the article, 
references to Menzies’s friends and correspondents are 
frequent and a useful bibliography is given. 

Calvin P. B. Wells 


1609. Bartolommeo Eustachio. A Great Medical Genius 
Whose Chief Masterpiece Remained Hidden for One 
Hundred and Fifty Years — 

W. A. WELLS. Archives of Otolaryngology [Arch. 
Otolaryng., Chicago] 48, 58-66, July, 1948. 7 refs. 
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